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(57) Abstract: A compound represented 
by the formula (I): [Chemical formula 1] 
(I) [wherein Q is a group represented by 
the formula; [Chemical formula 2] (X) or 
(Y) A is hydrogen, halogeno, -ORa, or C M 
alkyl optionally substituted by one or more 
halogen atoms; E's each independently is 
C^_ 6 alkyl; m is an integer of 0-3; R 2 and 
R each independently is Ci_ 6 alkyl; X 
and X each independently is O or S; Y 
is one member selected among arylene, 
a divalent 5- or 6-membered monocyclic 
heterocyclic group, and a divalent 8- to 
10-membered fused-ring heterocyclic 
group;and Z is -CON(-Ra)-, -CO-, -COO-, 
-NRa-C(=NH)NRb-, -NRa-(C=N-CN)NRb-, 
-N(-Ra)COO-, -C(=NH)-, -SO z -, 

-SO z N(-Ra)-, -SOzNR 1 -, -N(-Ra)CO-, 
-N(-Ra)CON(-Rb)-, -NtCOR^CO-, 
-N(-Ra)SO z -, -^SOzR^SOz-, -N(-Ra)-, 
or -N(-Ra)SO z N(-Rb)-], or a salt, prodrug, 
or solvate of the compound. Also provided 
is a medicinal composition containing the 
compound or the like. 
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; Yfi, 7P-fy4 jSi^2«©B*>L,<f*6AJM!lSC*fctt8~10«<t^«l5S^f i t7 
SSSa^lKSn ; Z(4 S -CON (-Ra) -CO-, -COO- -NRa-C (=NH) NRb-, - 
NRa- (C = N-CN) NRb- -N (-Ra) COO-, -C (=NH) - -SO r , -S0 2 N (-R a ) 
- -S0 2 NR L , -N (-Ra) CO-, -N (-Ra) CON (-Rb) -N (COR 1 ) CO". -N (- 
Ra) S0 2 - — N (S0 2 R l ) SOj- -N (-Ra) - £fcfct-N (-R a ) S 0 2 N (-Rb) 
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[0016] -T&;b*>, «K<mo<DftiJBtU;tTj2\ ^(I) : 
[0017] Mb3] 




[0018] QE3, 
[0019] [{M 
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[0020] X&O; 

au, -oRa, ^fcui^cD^u^m^m^ti 

1-4 

R 2 £><raR 3 te, Stel^ C T/Vdf/V^^W^tt; 

1-6 

1-4 1-4 

1-4 1-4 

X, T^/S, C 4 T/Vdr/VT57S, ^(C ^/V^/V) WrWI, C 

Ztt, -CON(-Ra)-, -CO-, -COO-, — NRa — C( = NH)N(— Rb) — 
, — NRa — C ( = N — CN) NRb — , -N(-Ra)COO-, -C( = NH)-, -SO - 

2 

, -SON(-Ra)-, -SON(-r')-^ -N(-Ra)CO-, -N(-Ra)CON(- 
Rb)-, -NC-COR^CO-, -N(-Ra)SO ^(SOR^SO -N(-R 
a)-, ^ctt-N(-Ra)S0 2 N(-Rb)--T?fc(9; 

-cv ^xh £v ^ if T/v3vv^ B^»l£tb3 1 £*-htf>@&^ j;(9 BM1sfhX\ ^x 
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3-8 

Bte, m^K, C 7;v^r;H(fc^L, R 1 ^ TM;H, C T/^^^t 
t^O,^J|^ TKl^S, ^T/S, sh^yS, -CONRa'Rb 1 , — N(— Ra 
)CORb, -NRa'Rb\ -N(-Ra)SORb, -SO NRa*Rb\ -SO Ra, -COOR 

2 2 2 

a, -ORa, 7y-;^, ^^n^^S, C ^n7;^S, jSit^C ^n7/V 

^/^(rr-e, ry— -^^p^^s, ^rnry-zn, ^ptm/h;, 

3-8 1-4 1-4 

RateXTMbfe, m±K, 7k*§jj§^ -P( = 0) (-OM) , C T/V^M&XXf 

2 1-6 

/V^-/Vm-$, 7k®>^ C T/^^g, ^p^JS^^ -NRa'Rb\ -COORa' 

1-6 
1-6 

Zii-CON(-Ra) -*fcJ2— CO--m&< ; 

-Z-R'^Ty— T^yS, C T/V^;VT^/m^.tz.\^J{C 

1-6 1-6 
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[0022] [>fb5] 




[0023] K^, n}20~3(D&E$s5>£>jg|R£*L; 

1-4 1-4 

x 3 , x 6 , x\ X 7 *3 ii^x 8 « % a^ur. CH*3j;tma>fc«BiR$*K <au x 6 , X 7 *3i 

!FX 8 tt|^|H#^CH-Ctt^< ; 
x 4 «, -ch -s-, -o-, *feht-N(-W)--efc«9, fcfcU X 3 *3J;IFX 5 
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tK^JK^-^ C T/V^r/VK, C T/^^^, -SO Ra, -SO NRa'Rb\ 

1-6 1-6 2 2 

^c»-CORa-efc(9; 

Z 1 , Z 2 , Z 3 , Z 4 , Z\ Z^J^Z 7 }*, -CON(-Ra) -, -CO-, -COO-, -N 
Ra-C( = NH)NRb-, — NRa — C ( = N — CN) NRb — , -N(-Ra)-COO-, 
-C(=NH) -, SO , -S0 2 N(-Ra)-, -SONR 1 -, -N(-Ra)CO~, 
-N(-Ra)CON(-Rb)-, -NfCOR'jCO-, -N(-Ra)SO -N(SO R 1 

2 2 

)SO a -, — N(— Ra) — , *feht-N(-Ra)SO a N(-Rb)--e*>»5; 
to£U _h|BX 1 *3«ttJ«X 2 /5S^^O-efe?) x -Y-Z-^YZ-YzW^^fc 
mf^O-e^VN] 

[oo24] fam^n, A\z.tt, mK.it, *mw^, hv^^^^^m, ^/^m, ^ 

V>T, z\ z\ z\ z\ z\ Z 8 *5«tt^Z 7 tt % -CONH-, -COO-, -NHCO-, - 
NHCONH-, -NH-COO-, -NfCOR^CO-, -NHC ( = NH)NH-, - 
NHC( = N-CN)NH-, -SO -, -SO NH-, ^.ttf-NHSO - 

2 2 2 

tL^o *ftW<D$bKm<D%Mmm£&^X, z\ Z 2 *5J;^Z 3 «, -CON(-Ra) - 
, -CO-, -COO-, -SO -, -SON(-Ra)-, 3o<fctF-SO N(-R 1 ) —fr 

2 2 2 

hmtR^n^&kXfZ 5 ^ -N(-Ra)CO-, -N(-Ra)CO-0-, -N(-Ra) 
CON(-Rb)-, -N (COR 1 ) CO-, -N (-Ra) SO -&&Tfi-SO -frtbM 
&£tl;Z 6 ^ -N(-Ra)CON(-Rb)-, -N(-Ra)CO-, -SON(-Ra)- 
, -SON(-R 1 )-, -N(-Ra)SO -, -N(SOR 1 )SO -, *5«tt5-NRa-d* 

2 2 2 2 

&>il^tL;Z 7 », — NRa — C ( = NH)NRb — , -NRa- (C = N-CN) -NRb- 
, -N(-Ra)CO-, -N(-Ra)CON(-Rb)-, -NiCOR'jCO-, -SO -, 

2 

-SON(-Ra)-, -SON(-R 1 )-, -N(-Ra)SO -, -N(-Ra)SON(- 

2 2 2 2 

Rb)-, -N(-SOR 1 )SO -^*5«tr^-N(-Ra)-^jBIR$ix5o 
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[0025] *mmK&^X, MKfemZtLZ&m^XDMtL-X^ Li, Na, K, ^EDT/V 

[0026] Wz.^ _t?E5£ (I) ^Y[i, -Y^^y^JiO^^^^^^^L, 

(O^T^^-e^^^SYZ 1 , YZ 2 *5j;OTZ 3 : 
[0027] [>fb6] 




YZ a 2 YZ a 3 



[0028] (ii) S^T(D^X*mtStlZ>YZ 4 $o £OTZ 5 : 
[0029] Dffc7] 
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[0034] &it$&lZ>o -Y-Z- f*, 0*b<tt^ YZ \ YZ \ YZ fc \ YZ \ YZ^ YZ \ YZj\ 
YZ \ *fc}2YZ 7 ^fe§ 0 

a b 

[0035] _tfEYZ\ YZ 2 *3J;OTZ 3 ^*5^SZ\ Z 2 3oJ;^Z 3 ^ -CON(-Ra) 
-SO -SON(-Ra)-,*Dj;tJ ; -SON(-R 1 )-^^iltX$^ _hfEYZ 

2 2 2 

4 *3j;OTZ 5 ^*3^5Z 4 *5j;r/Z 5 tt, 0jg^«, -N(-Ra)CO-, -N(-Ra)CO 
N(-Rb)-, SO , -SO 0 N(-Ra)- x *3«ttJ ? -SO 2 N(-R 1 )-d^3g^tL 
So _h?EYZ 6 ^*5it5Z 6 *5j;t/Z 7 ii, -N(-Ra)CO-, -N(- 

Ra)CON(-Rb) -SO - x -SON(-Ra)-, -SON(-r')-^ *S«£TJt- 

2 2 2 

N(-Ra)SO -frt>M$l£M 0 

2 

[0036] .hfEYZ^YZ'^^otj-SE 2 ^, ^jgl-te* ^p^VHH\ C^m 

^ 7^mm^ ^/^m, =^^m. *h^>m, ^h^>m, ^xi^;v^4^m 

[0037] *%m<r> — ^mmmmK^^x, e 2 «0*l<«c i _ r/^/v^fcj^n^v 

[0038] *%m<r> — ^mmmmK^^x, nmj^<^o-^tcmx^ 0 

[0039] *$m<o — D(DmmmmK^^x, r 1 ^ T^mrn^-, r^/m, o x t^;vt%/ 

v^C T/V^r/V) C T/l^f/W^ fch*t3df->C T/V^r/V^, C 77V 

1-4 1-4 1-4 1-4 

1-4 1-4 1-4 

tXy^-;^^ (C T/V3c/V\l°-<7Z/=-SV) C T/I^p-/^, (C TVl^/Mf^ 
v?-/iv)c T/V=*^^ t°^y vvV^ C 7;V^t°^y^S, (C T/V^r/V 

1-4 1-4 1-4 

1-4 1-4 1-4 1-4 

1-4 1-4 1-4 1-4 

7;W3^I,^(C 77V3vv)T5/C T/^^V^C T/V^/VTrg^^T 

1-4 1-4 1-4 

v^xh£^^°yi?;uM,c T/^^xu^nxv^xhXv^^^^m.c t/v^ 

1-4 1-4 
1-4 

7]\y^/iv^^ ^/i^y^/wc 7/v^S, ^-/vc tvi^/i^ y^/vm, 7 
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^/vc T/v^/v^ /vatf/~7s£=-rv^ C T tv^^yy ^.^./v^ MYn^yy 

1-4 1-4 

3-7 3-7 3-7 

1-4 3-7 1-4 

[0040] *m\<nm<Dmffimmz.&^x. r^K *^Jj!h\ T^yK, c T/v3r/\sT*;m 

„ (C T/V^r/V) T%/m, C T/V3t;vm. fcKndf-^c TVV^VV^ ^fcK^^ 

1-4 1-4 1-4 

C i ^^^^ h!JtKn3f^C i 4 T/V^-/VS, C i 4 T/^=3^r^C i T/^/l-M, \f^<y 
S*=Vl^ fc^^i^vVC^ T/^/^ x C i T/W^/Mf^^/l'^ (C 4 T/V^r 

/vtf^^/^c T/v^m, t^yv^s, c i TM/nf^y^i, (c i t 

1-4 1-4 1-4 1-4 

/VC TW^r/V^ fc^yvVVC T/^/^S, tfny v^xvVC 7M;H, ^-/l^y 

1-4 1-4 1-4 

xvVC 7M/VS, fxn/PC 7;^;^S, ^-/^Jfc, 37^rv^C TV^/V^ 

1-4 1-4 1-4 

„ C C ^p7/V^S, C ^p7/^/VC 7^^/vI 

3-7 3-7 3-7 1-4 

3-7 1-4 

C ^p7/^;H, c i/^/Vv^/i^te, C T/v^r/v^, C T/i^ 

3-7 3-7 1-4 1-4 

[oo4i] ^mm^mmmmm^^x, r 1 ^ ^mrn^-, r^yrn, ^/>m, ^/^m 

, n-7pt>S, i-zfu^/vm, n-7f;H, i-zf^m, sec-^/l^ t- 
^y-Jy-1-4^^ {A-^/VM°^iyly-l-yjV)^/vm, (2, 

tv<y i — r/«, i (fc°^y>v- 1 — f/v) 

^f/H, (4-^/Vt°^yv ? ^-l— f/k)^f/H, xh^S, n -^° 

n/K^v^ i-^tiaK^^ (3-fcKP^)7P^l, 
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i?/um, 2-^^m. i-y^-2-4^ 

yy/v^, 2-fc°^i^/i^ 4-*r/\s&V^/vm, (4-^e/i^y^vv) y^vv^ -7^ 

m?, r^ym, y^-^m, =^^m, (^^^-l-^/^y^m, yb*^m, 

[0042] R'oftfroftS^SBij;, m«\ ^t^Vjj§H\ #/W**r>j7l^ 

1-4 1-4 1-4 

^-/UT^/m, T^/m^ C TV^/VT^yS, v?(C T/^7^)T^7S, C T/V 

1-4 1-4 1-4 

1-4 1-4 

^i/jj/v^/vm, nb^ym, c r/vndr^s^ t^y^^ 

1-4 

N t°ny^^/^, t °y>y^ -r^vy/i^ ^e/^y^v^ N ^^/^ ^o^- 
ryy/^(^^t°^9v f ^/v^, t°^y>v^ t o pyv>^;H, t°y^/i^ N 
y/^s, ^e/i^y^/i^, ^-^-/^s, ^ryy/^te, c tv^/v^ c tvv^ 

1-4 1-4 

^g^nTV^j;< > ^T*Raf*K^^ab^^^^T^)^^Sl5i^®^^5 

So ifrMKfe, y^/^, ^/v^, n-zftt°/vm, y 

b^m, ^-b^m, n-^u^^m, i-^^^ym, r^ym, y^r^ym, 
^y^r^ym, xf/P7?/s, v^/isT^ym, -r^mm*. m.mm^, Mmm 

/jvi^T^KS, TirhT^K^ y^/K*/V/Jwvy^y^ ^77 
^>f/i^ y^/i^/vyx^/^, ^f/W77^1^ y^vK*/V/}wi^ 
yh^r^/v^^/^, ^b^z/istf^/ism, t^v^/i^ t°^y>yi^ t°ay 
t°y v 5 /^, ^yvy/vs, ^e/i^y^/i^ ^^-/v^^^^ryy/v 
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^u^y^/um, f-r^/vm^ Tkwtm, ^^m, ^^m, 

So 

[0043] zbK, ^mm(Di-D(DmmmmK^^x, R 2 &£xm 3 teb-kK^/vmx&% 0 
[oo44] *mwK33^x, Ka^^xiKuzn, m%.y£. tv^^/vm, ^h^yy^v^ 

1-6 1-6 
1-6 

[0045] J&jS^SMl^V^ -S0 2 R\ -SORa, -SC^Rb^JtSR 1 , Ra^oJ^Rb 

[0046] ^MfcjSVvCQtt, 0^b<f*TIB(D^:: 
[0047] [^ 10] 



[0048] A, m*3«tI^Ef»{C^aUfc^*5«9-C*)5] 

yjjic^\ -or\ tifcfec T/v^/vrnx-fo*). &vm^<m-V7/v3rvi^/v^ ^ 

1-4 

[0049] ^mm^tDm^mm^^. 

4- [3- (l-^hdr^/V^/Pt°-<yv ? ^-4-^/V) -4, 4-i?^/P-5-$T 
4- [3- (l-^^y^7/V^/^°-<y> ? ^-4— T/V) -4, 4-v ? ^/V-5-^- 



(E), 



'm 
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ary - 2 - ^^y-r^yvy ^ - i - -r/v] - 2 -^ PP xy/- j>y 7 v ; 

4- [3- (l-^h^rv'^;/V^/Vt°^!;v ? ^-4-^/V) -4, 4-> ? ^/V-5-^- 

^y - 2 - ^^y^yvy s^- 1 -> r/v] - 2 - y pp - 3 -y^vw<^y^hy/v ; 

4- [3- (l-Tir^/Vt°^y vV-4-^)-4, 4-^^-7^-5-^-^-2- 

^•^y^yvy i^^- 1 -- r/v] - 2- hyy/^ny^-<^y^hy/v ; 

4 - [ 3 - ( 1 - ^^^/V/K^/Vt°^y - 4 - ^T/V) - 4, 4 - v^y ^VV - 5 - ^ 

y - 2 - ^j-^y^yv y ^ - 1 — jvv] - 2 - hy y/v^-py^/v^^y^hy/v ; 

4- [3- (l-Tir^-/Vt°^y> ? ^-4-^)-4, 4-^y^/V-5-^y-2- 

^^y-r^yyy vV- 1 -> ivv] - 2 -ytm^y- hy/v ; 

4- [3- (l-y°nt 0 ^/Vt 0 ^y^-4-^) -4, 4-^y^vi— 5-^y- 

2-^^y^yvy^- 1-^] -2-ynn^y^hy^; 

4 - [ 3 - ( 1 - yw ^^/v^^/vt°^y - 4 - ^) -4,4- v^/v -5-^- 
df y- 2-5^¥y^yyyvV- 1 - hy/v ; 

4 - [ 3 - ( 1 - ^y ^/V/js - /vt°^y >V - 4 - ^T/v) -4,4-^ ^/v - 5 - Or*? 
y - 2 - ^M-^f y-r^y y y >>> - 1 — ivv] - 2 - y^p^^y- \y>v ; 

4-[3-(l-^y^/^-/Vt°^y> ? ^-4-^r/V)-4, 4-^^-/1—2, 5- 

v^^y-^yvy - 2 - hyy/v^-ny^/v- 3-y^/v^^y^hy/v 

4-[3-(l-y°try^^/V^/Vt 0 ^yv ? ^-4-^/V)-4, 4-v ? y^V^-2 ) 5 

- i^h^y^y yy ^ - 1 - 4;v\ 3 -y ^yi^^y^hy/v ; 

4-[3-(l-y°crt°^/Vt°-<yv ? ^-4-^)-4 J 4-^^/1—2, 

^y^^yyy v 5 ^- 1 -> jvv] - 3 -y^/^^y^hy/v ; 

{2-^nn-5-[3-(4- ^77 - 3 - hy 7;V^n^ ^vK7 m^/V) - 5, 5 - 

/v-2, 4-v ? ^y^r5:yyyv ? ^-i — iw]y^/W#/w^^ if/vx^r 

4 - { 4, 4 - v^y^/v - 3 - [ i - (3 - y ^-/vy ^y/v) - t°^y i?> -a- - 5 

- - 2 - ^^y^y y y >>> - 1 — f/W - 2 - hy ^/^ny^/^^y- h 
y/v; 
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4- [3- (2-7tf;V7^^yyfT^/V-5-^) -4, 4-^^/V-5- 
^y - 2 - ^h^y^^yy ^ - 1 - <i>V\ - 2 - F57^tP^f;W<^MJA' 

4- [3- (2-7tf/l'7^/^/fT)/- /V- 5-^/1") -4, 4-^^/V-5- 

^ y - 2 - if-^y-f ^yv y ^y-i-^]-2-^P p^/^ h y /y ; 
4- [3- /v-5-^r/v) -4, 4— yy^yy-5- 

^y - 2 - ^^y^r^yy^^- 1 - -f/y] - 2-yb^y^yy^hy/y ; 

{ 5 - [3 - (4 - yTV - 3 - hy y ;Vtn^ - 5, 5 - ^y^/V 

^y-2-^^y^yvy^y- 1 - > ivy] -^/f7^-2-^}^v7 ; 

{5-[3-(4-i yry-3-yh^yy^/v)-5, 5-^y^/v-4-^y-2- 
^-^y-r^yvyyv- 1 -^f/y] -^yy^ry— /y- 2 -^}^7; 

{5- [3- (4 - yry - 3 -^pp7x^v) -5, 5-^^/1—4-^-^-2-^- 
^y-r^yvy^y- 1 - > f/y] -^/w- /y- z-jm y yr ; 

N-{2-yan-4-[3- (4— y-Ty-3-hyy/v^-ny^/vy^/v) -5, 5- 
-yy^yy -2,4- v^^y^^y y yv - 1 - -ivy] - 7 ^/y } - 2 - tr^9 z?> - 

4- [3- (3-Tir^VVT^y-4-yrm^;n-/y) -4, 4-v ? y^/V-5-^y 

- 2 -^-^y-r^yvy yy- 1 -^f/y] - 2 - hy y/y^y^yy-<yy^hy/y ; 
4- [3- (3-^yy 0 d7Kdry^7/v^/vT^y-4-ypjny-^/y) -a, 4-vW 
/v- 2, 5-i y^y^r^yy-yy- 1 -- f/y] - 2 - hyy/y^y^yy^y-hy/y 

4-[3-(3-^bdri/^/y^/VT5y-4-ynt2^^/V)-4, 4-> ? y^vV-2 

, 5—y^y^yvy -yy- 1 -- r/H -2-yh^y-<yy^by/v; 

4- [3- (3-^yy 0 c3^y^7/v^/yT^y-4-yaay^/v) -4, 4—yy^- 
/y-2, 5-v?^y>r5:^yyv ? y-i--r/v] -2-yh^y^yy^hy/v; 

4- [3- (3-n-y°a^y^/v^/^T^y-4-yaay^/v) -4, 4-vW 
/v-2, 5-> ? ^y>r^yyv ? y-i--r/v] -2-yh^y^yy^hy/v; 

{ 2 - y an - 5 - [3 - (4 - y TV - 3 - hy y/y^ny ^-/yy - 5, 5 - 
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{2-^nn-5-[3-(4- i/T7 - 3 - by 7;P^n^f/V7 m^/V) - 5, 5 - 
/V-2, — f7^]y^^/V}-^7/W^^^ 2-^y^Vl" 

{2-^pp-5-[3-(4- i/T7 - 3 - hy y/l^ny^vvy ^/V) - 5, 5 - 
/V-2, — i/V~\-7^;V}-Jj/Vs<%l/^ 2-(4-y 

- 1 - -17V) ^/l^^TVV ; 

{2-^C2t2-5-[3-(4-^T/-3-^h :3 r^y^7^)-5 ) 5-^^/V-2, 4 

- v^^y-f^vy 1 -4;V\y } -#/w^y^ y^yi^^/v; 

{2-^PP-5-[3-(4-^7y-3-^PP7x^)-5, 5-^^/1—2, 4- 

^df-y-r ^y y >>y - 1 - ^;V\ 7x^v } - 2 - ^y^/vT^y^^- 

;V^-^T/V ; 

{2-7pp-5-[3-(4- v/Ty - 3 - by y/^ny ^/Vy m^/V) - 5, 5 - 

/v-2, 4-> ? ^y^5:yvy> ? y-i — f/Kly^/W-^^y^ s-v^/v 
r 5:yy°prt°/v^^/v ; 

{2-yprpr-5-[3-(4-v/Ty-3-hyy/v^-ny^-/v^^/v) -5, 
/v-2, 4-^W^Vy^yy-l — f/v]y^^ /v}-^/v/^v^ 

{2-yc2Pi-5-[3-(4 - v/ry - 3 - by y/v^y ^vvy =n~/iO - 5, 5 - v^y^- 
;v-2, 4-v ? ^y-r5yyyv ? y-i — i7v]y^/W#/w^y^ 2-tert-y> 

4 - [ 3 - (4 - yr/ - 3 - by y /v^-Piy ^/vy ^^/v) -5,5- vW/v - 4 - ^ 
y - 2 - ^-^y-r^yv y >>y - 1 — t°^y - 1 - #/w^y^ (2 - 

/VT^y^/V)T^K; 

4 - [ 3 - (4 - -yry - 3 - by y /v^y^v^y ^/v) -5,5- vW/v - 4 - ^ 
y - 2 - ^^y-r^yv y >>y - 1 - -f/H t°^y ^ - 1 - x/v^v^m. 2 - 
/vT5:y^^-/v^^^/v ; 
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{2-^nn-5-[3-(4— SyT7-3-MJ^/V^-n^/V^;n^/V) -5, 
;V-2, 4— y^y^yV>yy-l — 2~T%/^ 

4- [3- (i-^/vT^y^/v^yvt°^y> ? ^-4-^/v) -4, 4-^^-7^-5- 

^y - 2 - ^h^y^^yy ^y- 1 - -r/v] - 2 - bv ^^fM^MJ^ 

4- [3- (l-n-y°nt 0 7VT^^7V^7Vt°^y^-4-^/V) -4, 

7V - 5 - ^y - 2 - f-Hr^M^SV - 2 - wtasHtv^a^o 

4- [3- (l-^/VT^y^/V^7Pt°^y^-4-^7H -4, 4 -i^Vl— 5 

-^y-2-^^y-r^vy> ? ^-i-^]-2-ynn^^y^hy7V; 

4- [3- (l-n-y°nt°/VT^/^/V^7m 0 ^yv ; ^-4-^) -4, 4— ;W 
7V - 5 - ^ y - 2 - <f~Hr*rM%#^) v>y- 1 - - 2 - y n p^^y^hy/v ; 
4- [3- {l-^;VT^/^;V^=^;V^^)iy>-A-^;V) -4, 4-v ? y^vV-5 

- tty - 2 - f-nr^M^s y v 5 v - i - >r/w] - 2 - yy^Mxt^A^y^—y 
y/v; 

4- {3- [1- (2-v ? y^7VT^y^^-7w)T^y^7v^7vt 0 ^yv ? ^-4 — i;V\ - 
4,4- v?y^7v -5-^y-2- ef-tt^M^sy >>y - 1 -^vw - 2 - vv^/v^- 

4- [3- (4- VTy-3- by y /V^- ny «?vK7 mrvV) -5,5- A* - 4 - ^-^r 

y-2-^-^y-r^yvyv ? y-i— f7v]t o ^y> ? y-i-^7^v^ 2, 3— s^tK 

a^ri/yVtVV^^^/v ; 

{ 2 - y Tin - 5 - [3 - (4 - yry - 3 - hy y/i^pry ^vk7 ^7^) - 5, 5 - 
7V - 4 - - 2 - ^^y^yv y >>y - 1 - >f/U] y^/v } 2 - 

{2-^pp-5-[3-(4-W-3-^pp7x^/V)-5, 5- v^^^-st- 
^y - 2 - ^f-^y^y y y v 5 y - 1 -- f 7V] y ^7W *;w^yi 2 - tKn^^ 
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{2-^PP-5-[3-(4-W-3-^i/7x^/l/) -5, 5-iW/l'-4- 
{2-^PP-5-[3-(4-^T/-3-hy:7/^P^/K7^/V) -5, 5-iW 
{2-^nn-5-[3-(4-^Ty-3-^nn^ni^7^) -5, 5-i?^/V-4-^T 
{2-^aa-5-[3-(4-^T/-3-^h :3 r^^7^) -5, 5-^^/V-4- 

^y-2-^^y-r^ N yy> ? ^-i-^]^^7^}^7w^^ii 2, 3-vW 

{2-^t3t3-5-[3-(4-v/Ty-3-hyy/v^-T3^/i-y^/v) -5, 5— ;w 
- 4 - ^ y - 2 - ^^y^yV y >V - 1 - -iM y ai^/v } #A"<$> & 2 - 

{2-yaa-5-[3-(4-v/T7-3-ynti^xi/V) -5, 5- v ? y^/^-4-;<^ 
3r y - 2 - y-i^yv y v 5 ^ - 1 - ^ivv] y } */w<*^gft 2 - >>y ^vkt^ 

{2-ytn3-5-[3-(4-i yry-3-yh^yy^/v) -5, 5-> ? y^/v-4- 
^y - 2 - *f-or*v ^yv y ^ - 1 - y }^/^<^>m 2 - >>y ^yv 

n-{2-^pp-5- [3- (4-i yTy-3-hyy/v^-ny^/vy^/v) -5, 5- 
sW/i' - 4 - tty - 2 - ^-^y-r^yv y ^ - 1 - ^] y } y t^j> ; 

4- [3- (3-ynT3-4-i yryy^/v)-5, 5-^^/1—4-^-^-2-^- 
^-^y-r^yvy - 1 — ov\ ^oa^/^>r^ 

1 - { 5 - [3 - (4 - i yry - 3 - by ^/v^-ay ^vi^a^/v) -5,5- v^/v - 4 
- ^y - 2 - ^^y^yv y v 5 > - 1 — r/v] t°y - 2 — ivw - 3 - (2 - v?y 

^WT^y^/V) y W7 ; 
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{ 5 - [3 - (4 - i/TS - 3 - - 5, 5 - 

y - 2 - ^-^y -i^yv V y>y - 1 - -f/v] try y>y - 2 - -f/v } #/w^>ig 2-i? 

l-{5-[3-(4- i/TS - 3 - 7/V^n^f^7 m^/V) -5,5- v^/V - 4 

-sh^y- 2 -^h^y-f ^yy^y-i — M ^y^_ 2 -^}-3- (2-tK 

{ 5 - [3 - (4 - yry - 3 - hy y /i^ny^yvy ^/v) - 5, 5 - -yy^/v 
^ y - 2 - ^^-dfy-i'^^yy -yv - i - -ivv] t°y yv - 2 - ^ } #/w^y^ 2 - 1 

l-{5-[3- (3-^PP-4-W7x^y)-5, 5--y^/V-4-^y-2 

-^h^yy^yvyyy- 1 -^]^y/f7^-2-^} - 3 - (2- >w 

l-{5-[3- (3-^PP-4-W7x^y)-5, 5-^^/1—4-^-^-2 

-^-^y^yvy^y-i— r/v]^yy^ry— /v-2-^/v}-3- (2, 3—yt 

Kndf-yy°ntW) y UT ; 

i-{5-[3- (3-yt3t3-4-i yryy^/v)-5, 5-^^-/^-4-^-^-2 
- ^-^y^yvy yy- 1 -^v]^y/f7/-y-2 ->f/W - 3 - (2 - tKn 

{5- [3- (3 - y - 4 - y7/7x^;V) -5, 5-^^/1—4-^-^-2-^- 

^y^r ^y y y>y - 1 - -f/v] ^y/f7/-y - 2 - ^vv } #/w ^y m 2 - yy 
^vvT^y^/^^Tvv ; 

{5- [3- (3-^PP-4-v/7/7x^y) -5, 5-^^-4-^-^-2-^- 

t^y^/yyy-i-^y]^y/fr/-y-2-^}*/w^yi 2, 3- 
> ? tKp i:3 ryy°p i t o /i/^^'x/]/ ; 

{5- [3- (3-^pp-4- y7/7x^;V) -5, 5-v^/i— 4-;^-3ry-2-^- 
^y^y N yy s?> - 1 — ov\ ^yy^ry— /v - 2— f/W#/w^y^ 2 - hk 

N-{2-ynT3-5-[3- (4 - y ry - 3 - hy yyy^n^/yy ^—/y) -5, 5- 
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vv^/v - 4 - n&y - 2 - y -r^yvy -yv - i - -Y/v] y } ^y^r%Y 

3- [3- (3-^OT-4-^Ty7x^/V)-5, 5 -^y^vV-4-^y- 2-^ 



{5- [3- (3-ynn-4-^ryy^^v) -5, 5-> ? y^-/v-4-^y-2-^- 
sj-^y^r ?:yv y 4 M t°y >>y - 2 - ^ } #/w^y 2 - ^y^/vr^y 

{5- [3- (3-y^a-4-^Tyy^^7v) -5, 5-> ? y^-/v-4-^y-2-^- 
^y^yvyv ? ^-i--r/v]t°];v ? >'-2-^}^7w<5:^ 2, 

{ 5 - [3 - (4 - ^7/ - 3 - hyy/i^-ny^yvy ^/V) - 5, 5 - ^/V- 4 -^r 
^y-2-^tty4^y*yi?>-i-4^t a yi?>-2-4A^}%/iss<*>m 2, 3 

{2-ynn-5-[3-(3-ynn-4-^Tyy^/V) -5, 5-^^-/^-4-^" 

^y-2-^^y^yvyvV-i-- (/p]y^/p}%;w<*>m 2-t o nyv>y- 

{2-yc2d-5-[3-(3-ycici-4-^Tyy^/V) -5, 5-v ? y^/v-4-^- 

3r y - 2 - y^yv y - 1 - ^] y ^ } #/w^^ 2 - -j^/vt 

{2-yt2P-5-[3-(3-yc2in-4-^Tyy^/v) -5, 5-^y^/v-4-^- 
^y - 2 - ^^y-i^yvy 1? > - 1 - >r/w] y ^-/^ } # / w^ife 2 - 

- 4 - vf/l^^V^^/V ; 

N-{5-[3- (3-^PP-4-yT77xx;k) -5, 5-v ? y^/V-4-^y-2 

-^h^y^yvy v>y- 1 -^/v]^y/f7y-/v-2-^}^7^^ ; 

3 - [ 3 - (4 - ^7/ - 3 - by y /V^-ay ^/U^^^/V) -5,5- v^/v - 4 - ^ 

y - 2 - ^^y-r^yvy v'y - 1 — f/v] ^yif y;*/i^yr^K ; 

N-Tir^/V-3-[3- (4— yry-3-hyy/i^ay^vvya^/v) -5, 5-v 5 
y^yv - 4 - ^y - 2 - ^^y^yv>y y - 1 -> f/v] -<y irV^/v^yr^K ; 
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(2-^nn-5-[3-(3-^nn-4-^T/7x^) -5, 5--J^/V-A-3r 
^y-2-^^y^^V]Jv ; ^-l-^]^^/V}^;/W^^E>i (2R, 3r)-2, 
3, 4-hytKP^y^/^^/V; 

{2-^nP-5-[3-(3-^nn-4-i/T/7x^) -5, 5-^^-/^-4-^- 

^y-2-^^y^?y*v*Ji/-i-4^7^/v}-3>/vs^Wi (2S, 3S)- 

2, 3, 4-hytKn^>y^vl^^7VV; 

{2-^np-5-[3-(3-^nn-4-v/T77x^) -5, 5— yy^/v^-^- 
^y - 2 - ^-tty^^yy >>y - 1 - >ivy] 7i^v } #/w^y ^ 3 - tK^^y - 
2,2- if ^tKtz 3^yy^vvy°p tvv^f/v ; 
{ 2 - ^pp - 5 - [3 - (4 - -yry - 3 - hy yyi^-ny^vi'y ^/v) - 5, 5 - 
- 4 - ^ y - 2 - ^h^y-r ^yv y >>y - i - ^] } 7J/w<^ii 3 - 

tKn^r^yy^tVl/^^^/l^ ; 
1 - { - 5 - [3 - (4- -^TV - 3 - hyy/l^-py^Vvy ^/V) - 5, 5 - 1? 

- 4 - ^y - 2 - f-tty^^y y yv - 1 - ^/v] }-2-yr/^ 

N-{2-ytm-5-[3- (3-yi3n-4--yT/y^/V)-5, 5-^^/1—4 

-^y-2-^dry-r^vyv ? y-i-^/v]y^^/v}-c, c, c-byy/^n 
y^^/v^yr^K; 

2-T^y-N4-{2-yati-5-[3- (3-^nn-4-y7y7x^;V) -5, 5- 

-tty - 2 - ^^y^yvy >>y - 1 -^]7x^}n/>^7? 

K; 

2-T^y-Ni-{2-ypici-5-[3-(3-ync2-4-yTyy^/v)-5 ) 5- 
-yy^/v-4 -^y - 2 - ^^y>r^^yy v^y - 1 -^]7x^y}n/N^i75 

K; 

N- {5- [3- (3-7nn-4-i/7/7x^y) -5, 5 -v^/V -4-^^-2 

-f ^y^^/yv?y- 1 -^]^y/f 7^- /v-2— f/W^y^r^K; 

4-{2-yan-5-[3-(3-yapi-4-yTyy^/V)-5, 5->W/V-4 

- ^y - 2 - ^=¥y^^yy v?y - 1 -^/v] y^/i^/ws^/W mm ; 
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4-{2-^np-5-[3-(3-^np-4-i/7y7x^/V)-5, 5-v^/V-4 

- Hr*y - 2 - <?tty^jf-S})i?> - 1 - iSfifer^K ; 

3-{2-^pp-5- [3- (3-^pp-4- W7x^;>) - 5, 5— 

- - 2 - ^-^y^r^/y - i - -i7v] y ^/i^/w^^ivw 7pt°^y 
fife; 

3-{2-^pp-5-[3-(3-^pp-4-W7x^;>)-5, 5-i?^/V-4 

- n&v - 2 - f-tty y *?> - 1 - -Y/v] y t°^y 

=t^y^ ^ey- (2- {2-^pp-5- [3- (4-^T7-3-MJy/^iny-^-/vy 
m^/v) -5, 5-^f;V-4-t^y-2-f^y^VD^y-l-^]7x^ 

^-/^T^/ 2-{2-ypp-5-[3-(4- y TV - 3 - HJ 7;^P^f-^ 
(2-^pp-5-[3-(3-^pp-4-v/7;7i^) -5, 5-^^/1—4-^- 

^y - 2 - ^h^r y^yv y >>y - 1 - -ivv] y m^/v } y7/w^y ®? 3 - ^x^t 

1- y >>y 2-{2-yaa-5-[3-(4- v'TV - 3 - hyy/i^f-ny^/vy^/v) 
-5,5- v^/v - 4 - ^ y - 2 - ^-^y^^y y >>y - 1 - >f/y] 7j^/v 
^ < ^e-f/i^^y } xf/i/x^r/v ; 

2- ypipi-5- [3- (3-ytm-4— y/vy^/y) -5, 5-> ? y^-/v-4-^ 
y - 2 - ^^y-r^yvy >>y - 1 — f/v] ^<yif y^yr^K ; 

N-Tir^-/V-2-^aci-5- [3- (3-ym3-4— yT/y^/V) -5, 5-v> 

- 4 - ^y - 2 - ^^y^yvy >>y - 1 - ^/v] -<y if y;*/i^y t^k ; 

N- {5- [3- (3-ypm-4-y7Vy^/y) -5, 5 -v^/V -4-^^-2 

-f tw^vyyy- 1 -^y]^y/f 7y -y-2-^y} -c, c, c-hyy 
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[oo5o] *mw<D£tbKffl<Dmmz£titf:, ±m^(D <o\^m. wmmm^^^ 
[oo5i] *mw<n£t>tem<DMmz£fr&, Jiia^d) <o\kfrm. wmmm^^^ 

[0052] £t>ttmm<Dm<DMmiz£h&, r^^^^w-r^^^vtx.xwm'r 
zum&wtK&vy^ ±&&<X)<Di\&eto^ *t<Dmm\mmtm, w^w? 

[0053] *mW(DiStbiZLm<DMmfc£tli2, : 
[0054] [>fb 11] 



[0055] Q, x\ x\ Y, Z, r\ R'SoiLFR 3 ^ N ft ^J5l~17(DV^i 2 ^^l• 1 Si-*5V^ 

xmisti%^m&mm-ttmxih<>x^ 

^ (III) : 
[0056] [^ 12] 




Y-Z-R 1 



(I) 



RcOOC^/_ 3 




Y-Z-R 



(III) 



WO 2006/028226 24 PCT/JP2005/016664 

[0057] Y, Z, R 2 *5J;TO 3 «, ffifcjggtejfafc^^fc^ R^OT^^t^R 1 

1-4 

c T/v^/vmxm, m%T7v*/vm^^vfi/w^, ry— c r^^y 

1-6 ' 1-6 

T*ife£^f:i^i£r, Tffi^(ix) : 
Q-N = C = X 2 (IX) 

Q*5i^X 2 «^^aL^i:*5«9-efc§] 

lift, ^L<{»S^i5*P^^(f?llx.^\ 1]\)7kftM%:¥) , Tfe/fcfci'O'SM' 

[0058] ifcfc, ^K(D10(D#Jffifn«t^^, 5^(111) : 
[0059] [^ 13] 

R 2 

RcOOC^V 3 

Hrlj x ( ill ) 

Y-Z-R 1 ' 

[0060] Rc. Y, Z. R*\ R 2 *5it/R 3 {* N gE^^a^^ci!*5«9^fc5] 
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s<l/*J;v^ p-^h^->^<>^^M, o-^hn^^/v^ t-y^jv^r^-^ 

^r^f/H, isv^^A'^ 2-^b^>=^h^>^A-m, 2, 2, 2-h])?w=*- 
h^^/i^M, 2- (bV^A-^D/v)^.h^>^A-m, -7^;v^^;vm, 

, 4-^h^>7^h^tKd^fc°^/V S, S-^'>Ki, 1-[(2-^pp-4-> 
^-/V)^^/V]-4-7 { h :3 r^t 0 ^yv ? ^-4-^'/^, 1, 4-v ? ^i^^-2-^'/V 

, 2, 2-b])?w^/vm, z-yy^/v^y/v^/v^ 2, 2-^pp-i, 1- 

*J~7A'~3rxi^-*f-A'^ -O^nfcf/l^ l/pxi'^*/ A*^ p-^PP7s^/l'3h p-^ 
h^i^S, 2, 4-v^hP^n^/l^ ^/^/l^-p-p-h/W/K 7^h7^ 
/V^-n-4-t°Uv ? /V, 3, 4-v^b^i^^vvV^ p-^hP^^vVl^ p-^tm 
^^vVl^, p-^P^^vVl^ 2, 2, 6-v^fvV<^ 

S?/l^ p-^T/^^/VS, p-^a^/V^vVl^ 4- (vW/VT^/TJ/l^ 
x;l/)^y^I, 2-fc°^y/l^ 4- t o ^y/v^ 3-^/v-2-t°^y/v n-^- 
^rVKS, p, p'-^hPi^^XtKy/V^, 5-v^^/J^y 

^S, hy^^/l^Vl^, a -t7f/Vv?7xx;^f;Vl, p-^hdrv^m^/V 
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^/v)y^WL 4- (4' -y*ri^7^l/;vttls)7^svi?~7^;v^/v^ 4, 
4', 4"-MJ^(4, 5-^nn7^H^K7i^)^f-;vS, 4, 4', 4"-h!J.x(t^ 

yy^vv^xy^/v)^/^ 4, 4', 4"-hy^(^<^yv/v^^^^/v)^ 

/H, 3 - M*#V*—;\> - 1 - ^/Vy^/V) If* (4' , 4 " - v^h^^o^/V) t^^/V 
L 1, l-lf^(4-p«hdr^^/V)-l'-tV^/V^/V^ 9 
- (9-^^/V)^r^^/PS, 9-(9-7^/V-10-^y)T^hy/V^ 1, 
3-^xyV^J-yv-2--i7v4S, ^xyvy^ryy/v S, S— ^t^KS, 
^vwyyt*ty^yy/^.£, x^/v7^>/i->y/i^ hy^x^/i^yy/i^S, hy-p 
-dr^y/vv-y/vs, huy^/^j/^, z?-7^/v^/v^)/vm, t-y^yvyh 
^vy^/i-yy/H, y^y/v^ ^wy/vL -<xyv/i^/^/H 

^ N by^^/^hdf-^T-fe^/vS, y^y^rVTir^/V^, p-ypm^n/^yTIr 
^Vl^ ^-/VTir^/VL 4-^^X7x^1/7^1/1, 2, 6-^1313-4- 

^/v^x/df-i/r-fe^/H, 2, 4-tr^(i, l—^y^/vyptv^y^y^r^T-fe^- 
/H, ^pp^yi^/vrtf/H, t'p^/vS, 3-y^^/vy°t3t 0 ^/vL 
y^-y/H, ^-yy^-y/H, 4-r^Ky^y/H, 4- (y^/v^yhdri/)y^-y/v 
(e) -2-^-2-^t7^S, /^i/y/H, ce/^^^/^/H^ wyyrvv 
(4-^y^xyy^/v)L 4, 4-(xf^ft)^^/«, 4-^ha-y 
tv^a^/H, ry-^yyyn, y^h^/H, 4-yh^yyp*h 
^/vL iyy pz^^ij-y-^/V/jwi^ 4-^ht2-<^yV/vL 4-yppi^xyV/v 

1, 2-3-K-o-yV/H, 4-yh^i/^xy-r/H, P -7x^-<yyy/vs, 2 
, 4, 6-hy^^/w^yV/n, o- (^yy^^^H^xyV/n, 2- (y^vv 

^•^h=3r^^/v)-<xyV/H, o-(^h^rv/7V/V#^/V)^<XyV/H, t7K/V 

^^/H, ^b^^/v^/H, 2, 2, 2-hyy^P^h^y^/MJwi^ 2-(i>y 
y^yi^yy/v) ^^v^/w^/i^ 2- (^^/Kx/v/jwi^h^^/v^wv 
1, 2- (hvy^/^^^)^h^^/^^m, 2- (y^vv^yh^v^h 
^y^/v^/H, t'pjk^/^h, ^y-y^^-^/p^/vm, i-y>=¥ 
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/v3r^$>/v^/vm, t-^>dr^/V7}?^/«, ^^J/v^r^y^/v^/i^m, 4 

-^h^^^/V^^/V^xvl^ 3, 4-^h^^^/V^^/WwV 

xvKX/V^xvV^^S, ^f;V*^7^^;H, vW/^^^^/V^ 
[0061] r(D5^0*Lt^^S^LT«, 7}vl^/VS, T i^ 7l ^ ^h^TJ/Wwl^ 

/vat^/vm, b'j^/^yv/^m, bv^/^yv^m, bv^yy^^yv^m, t--? 

h^7"hytKnt°^/l^ 4-^h^r^h^tKT3^t°^-/^ N T^ytK^y 

=-/vm, Tb9^^^9^m, i-^b^y^/^m, ^^wy^/n, t 
^•/^-l-^b^^/i-^ 2- (y^.=-/v±u^.=./p)^/um, ^<^j/vm, p- 
[0062] ^ ^/^^m(Dmm^m&<DMtvxn, c r^/^^T/^M^-r 

1-6 

1-6 1-6 1-6 

So jyfcftjfci^ ^/vm, bvw/i^ t-7f;n, 

-<^>?/^, *b^s^/vmt£Ei$mfhihz> 0 

[0063] T^/S, T/^/VT^ySOjg^^^S»^!j^bT«, *<?Atti/#A*$ 
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2, 2-^uu^/v^^/^^/vm, i-^/v-i-(4-tv^y/v) 
, hy^/wj/vm, bv^y^vt'^yv^M. t-y^/^y^/^yv/^m, t-y^ 

9- (2-^/^)^/V^-W^7V^^7^dr->^;/V/^^/^, 9- (2, 7 

^VtfWl^ ^^/V^v^V^W^ 1 - Q - T ^^ ;V ) - 1 -^/V 
xf;l/^dr^*/V#^/H, 2-y^^^/^^y^/^-^m, 2-3— 
/l^^jfr/l^—yl^ 2, 2-iyy^u^:^;V^^;V^;vm, 2, 2, 2~bV? 
noxf/l,t^^*M=^S, 2, 2, 1, 
l-^f/V-2-^nnxf;Vt^/^/>I, 1, 1-^^/1—2-^^^ 
^7V;^>#/V^/1^ 1, l-v^VV-2, 2-v ? ^n^^7V^V^7/V#^ 
/Vi, 1, l-vW/V-2, 2, 2-hy^nt2^7V^^/V^/V^, l-(3, 5- 

^t-^^/v^^^v) -l-^/v^/vttiyjj/VsS^/vm, 2- te'—tfyitAd 
^/vtt^jj /v^=-/vM, 2- (A'-^y^^/vtty-jj/v^^./vm, 2- (N 
, n-iy-yyu^^/v^ /v^^bl ^/v^^ /v^=./vm, 
/Vt^^^^'^/va, tf^/l^dr^/^/jwi^ Ty/^^rv-^/V^^/V^, 1 

^^/i^^v^/v^/i^ 8-dryy/^^^7v#^/vS, fc°^yv^/i^haf 

v^Vtf^/l^ ^^v ? /V^-^r^^7V#^7V^ % p-^h^^^/l^^#/V#^ 
^S, p-^hn^^/V^-^ri/^/V^^/VS^ p-^PT3^<^7V^-^riy^/V#^/V 

„ o-^bv^yit/istt^jj/issF^/isM, 2, 4—i??vv*'<> ; Z?A'tti/%Attf~A' 
^ A-^/vy,;vy^^;v^<y-J;v^^;v^^;v^ 9 - T^MJ/M^/v^ V 



WO 2006/028226 



PCT/JP2005/016664 



jj/U7$^./vm, 2-^f;^M^;vxf;^^M^/i'S, 2-(p-M^^ 
^-/V) ^/VJr3rZsJ]/V^;vm, [ 2 - ( 1 , 3 - y^Txi/V) ] ^/Vttl/Jj 
/VvS^/vm, 4—^A^3r7xi~A'tt-i/%A<3$~A'^ 2, 4 — i?^A^Jr7x 
~A'tti/#A<&~A'^ 2-^y>(J^;V^^;V^;vm, 2-hyy^xvV 
zj^/frx^fy ^ntV^^V^^^S, 1,1- ■SW/l' - 2 - iXTV^^vl'^ 
yTJ/l^xvl^ m-^PP-p-TtfMy^W^M^I^ p- (S?fcK 

/i^xvi^ 2- (hyy/^py^vv) -e-yp^xvvy^/v^y^/v^/v^ 

3, 4-v ? ^h=3r^-6-^hn^<>v ? /V^^/^^/^, ^xvKo-^hn 
7x^;v) ;^^^;V^'=;vS, fc^yv^/VTJ/l^xvi^ p -^xy^* 

^iy/vtti/jj/VsF^/vm, yynyW/vy^/v^yyj/v^/y^ p-f^v 
^y^yvVi^^y^/i^xvi^ vMyy°pfcVvy^/M-^y#/v#—/v^ 2, 

2-v ? ^h d r^/V^^/Vt^/V^^/V#^/V^, o-(N, N-^^/^/W^ 
IKK) ^y ^/Vt^r^^/M^/VS, 1, l-v^y^/V- 3-(N, N — i?*'?A'#A<7$ 

^iKK)y°^tvv;^y#/v4w^ i, l-yy^/vyWxvv^y^/^xvv 

^ *?(2-\£]}*?/V)^A'ttl'lJA<&~A'^ 2-^=-/V^;V^^/V^ 

^W^M^I, p- (p'-yh^^y^^/vry ? )-<yv ? /v^^/^^/v 
l - ^f /v^p^f /^^M^S, l-y^/vyya^y/v^y^ 
/P/K^S, i -y^vv- 1 - yyny'utvvy^/v^y^/i^xvv^ i -y^w 

- 1 - (3, 5- v^h^yy^xW) xf/vt^r^^/^^S, i-y^vv- 1 - (p- 
7x^7/7x^) ^^-/v^-^y^/v^-/^, i -y^vv- 1 -y i^xf/v 
t^;^x/H, 1-y^/V-l- {A-M^J;v)^/v^^;v^;vm, p 
-(y^^/vryO^^y/v^y^/v^/^, 2, 4, 6-hy-t-y^vvymxvv 
t^/^x/H, 4- (hyy^-/vry^e^>7A)^:yv ? /v^y7J/v#^/vS, 2, 
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4, 6-hy7^/V^^/^^>#/l^]wV^ hy^/l^dT-fe^Vl^ 7x^7 
iT^/V^, 3-^a.^/V7 0 int 0 ^/VS, t°=iy/^/^, p - y o^/WOW/^ o 
-^hny^y^yTir^vy^ TirhT-fe^^, (N-^^^/V^i/^/V 
^-/VT^y)Tir^-/vS, 3- (p- tKn^>7x^) ^nt°t^S, 3- (o-^h 
py^/iyjy'nfc^rvyg, 2-^/^-2- (o-^hP7x/drv/)7°nt°t^I, 

„ 3-^/v-3-^hn^y/v^ o-^hp^ytws, 0 -^i>p^<yyV/y 
o- (-<^yV/v^^^/v)-<^yV7^, y*/W^K, ^r^-^w^K, 
2, 3-^7x^/WW^K, 2, /M; 0 p-;W^\ TV/I'M, [2 

- (hyy^/y^y/y)^h^>]y^vyK, a-rth^pt'/H, -<y>vy^ >>(4 

-^f^^7i^)^f-;H, 5-^^y^^y/^S, hyy^/yy^/y^ (4-y 
h^iyyo^/i^yyoi^/yy^Vy^ g-yx-^/^V^H^ ymP-fe^/yy^- 
;H, 1, l-v^^/V^^-^W^ ^^i^y-rV, p-^h^rV^<^v ? y-7 2 V, '^7x^ 

/^fvy, [(2-t°y> ? /v)^>^/v]^v^, n, N-^y^viyr^y^w>\-fy 
^p^yfy, p-^hp^yfv, tyfDfV^ s-ytmiJ-y^y^v, (5-yn 
u-2-^u^y^/v)^^/v^u^, ^yn^i/y-rv^^^^tf^^ 
[0064] 0;£Lv>{^LTte, y^/y^^/y/jwy^ ^/v^-^y^/u^=./um, 2, 2 
, z-yyptt^/vttisiJ/vtf^./v^ 2-hy^^/wy/^^/v^-^TJ/v^ 

^S, 2-^T3n^^/V^iy^/V#^/V^ N 2, 

- (4-t"7^y/V)^^/V^-dr^/l.^/V^, t-^/V^- 

hyyppTir^-/^, -O-yV/i^ o-^hny^/KTir^vy^ 7°Pt° 

^/y^, t^tMVi^ hyy^/i-yy/ys, hy^/yyy/y^, by^yyvtyy^yy 
/vS, t-y^Vvvy^/v^y/v^ t-y^/y^y^/y^yy/y^ i-y^tv^yy^- 
/vv-y/v^if^^{f^^c 

cooes] ifmmmmmmK^u, ^(vid : 

[0066] [^ 14] 



WO 2006/028226 



31 



PCT/JP2005/016664 




(VII) 



[0067] YatfS, Ta£: 

[0068] Dfbl5] 




H H 



Ya 1 Ya 2 Ya 3 

[0069] frhmStetl, x\ x\ R\ r\ Q, E 2 , &£Tfin1*. mzfem£ftfc.t*3*)'T*$>Z] 

[0070] *&w<D£bj2zmmiz£ti\^ &.(yii) 

[0071] Mbl6] 




(VIII) 



[0072] DS;^, Ybtf*, T5£: 
[0073] [>fbl7] 
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(E 2 )n 

W^X3 NHRd ^<V^X^ 




Yb 5 



(E 2 ) n (E 2 ) n 



Yb 6 Yb 7 

[0074] frbMtil&tl, X\ X 2 , X 3 , X\ X 5 , X 6 , X 7 . X 8 , r\ r\ Q. E. %S&Tfnfe* UBwfei 

1-6 

[0075] 7fc&W(D&tbteZWm\z£tl&, : 
[0076] Dffcl8] 



X 

Q-N 



/r N 

X Y-Z-R 1 ' ( | ') 



[0077] Gh x 1 . x 2 , Y, z, R 2 *5J;t>'R 3 {i. KKS^jft/fc^O-T?*)^ R u nm^M 

M£tlf"R 1 X*3b<0, ^X\ R 1 ' *S*Bfe^, T5/«/cteC T/^/VT^y^^tf 

1-4 

[0078] #^BJ!©&bfc5fflffil::«J:*Ltf, 5£ (I) : 
[0079] [^19] 
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Q-N 




V-Z-R 1 



(!) 



[0080] Q, X 2 , Y, Z, r\ R 2 *Dj;rm 3 f*. ft^3Sl~170V>-f ^^Uli-^V^S 

5£(IV): 
[0081] Mb20] 



[0082] GL Y, Z, R 2 *3«fctm 3 «, HE^^II^^^SStJ-Cfct) ; 

1-4 

[0083] «&fe^*5V^T«. 5a^)fc^fiH4»iK*3J;t^^Srftffl-r5^i:dS-c 




N-Y-Z-R 1 ' 



(IV) 
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[oo84] *mm<D£t>%:z>wmz£tii£. ssov) : 

[0085] [>fb21] 

Q-N-VN-Y-Z-R1' 
H R 2 R 3 (|V) 

[0086] Di£tK Q. Y, Z, r\ R 2 *3«tTJ«R 3 «. it^3S30te:*3V^-C^g|$tbfc^*3l9-efe5] 

[0087] *mw(DmMmmz3s\,*x^ ^dh (D^t/aiD^it^-Y-z-^^ 
a^tLfcYz 1 , Yz 2 £.tcnYz 3 -ehz>m^, z\ z^xnz'n, m^s, -coo-, 

-CO-. -SO -SO NH-, *fcf£-CONH--Cfc9 x gpSlXfS* -COO 

2 2 

-S0 2 - N -SONH-, ^fc«-CONH--efc«9;R I «, 0!I;fcf£* X5;/3£, C i 
TA^/VT^/^ v 5 (C TA^A-) T5;/^ T^/TA^ AS, C i TA^A-T^/C 

1-4 1-4 1-4 1-4 1 

[0088] «PJ(D^m^^*5V^, ^(1), (I')*5J;^(III)^^-Y-Z-^UE^ 

it£tWcYZ\ yz\ YZ 6 £fcteYZ 7 -cfc§#^\ z 4 *5j;u?z 5 «, $JxJ^ -nhco 

-NHCONH-, -NH-COO-, — N (COR 1 ) CO-, -NHSO -*fc« 
-SO -XhX), i^SUtJ-NHCONH-, -NH-COO-. -NHSO 

2 2 

fcfS-SO --C$>*9; 

2 

Z 6 *3j;tJ«Z 7 ^, f?!lx.«\ -NHCO-. -NHCONH-, -NHC(-NH)NH-,N 
HC( = N-CN)NH-, -NHCOO-. -SO -SO NH-, ^fcJS-NHSO 

2 2 

-"C&tk i9&*L<l4-NHCONH-, -NHC( = NH)NH-, NHC(-N-C 

2 

N)NH-, -NHCOO-^fc{*-SO NH-"Cfc<9; 

2 

R 1 ^ TkmW^. ^nS^T^S, C^TAdrA-^ngt^TAdrA 

^tKn^C TA^A-^ T^/^C v>(C TA^rA)T^ 

1-4 1-4 1-4 

/^T^/C TA^A^.C T/V^/VT^/C TA^A^, v>(C T/V^;V)T 

1-4 1-4 1-4 1-4 



WO 2006/028226 



35 



PCT/JP2005/016664 



T/V^r/vm, fcKn^-^C T/l^/^, :7a^/l^ tKM, Tfe/fcttC T/V 

1-4 1-4 1-4 

[0089] ^KjNB^^V^-crc^ T/l^/VSj^ ^$Cl~4<D[lLgi(#U Mi^T/V 
^S^t^L, $J;U3\ p*^vK n^vK n-^nlf/K i-7°PtVl^, n-^vK s 

[0090] ^KjNB^t^v^-crc^r/^/^ji^, ^m^Cl~6(Dii:^^ MIt©T;l' 
3v^£:lc*U 0tRtf, t^VK n-^nlf/K i-T^tf/K n-y^/K s 

-^^/K i-^^/K t-^vK n — <>^VK 3-7^/l^^vK 
/V, l-xf;V7°PtW, n-^^/K 4-^/W<i^/K 3- 

fljjittf, E^*^«^^^^^#:i~3(D^(D^^{f ^/i^itf 
[0091] 7pC^^#^V^Trc ^PT^Sjili, ^it3~8©^t©7/^S 

[0092] ^K)NB#^*3V>-crc T/P=i^m}tn, T/l'*/l'&ftkVX$km%a~6<DWi 

1-6 

^SCii, 0!J*.ti, ^Hr^ ^h^>, n-7°P^ i-:7°Pntf3rv\ n-^>^> 
„ s-:/>3rv\ i-^M^ t-^>^rV, n-^^b^rV, 3-^vK/h3ri/ N 2-^ 
/K/Hf^ l-p^/K^H^ l-^/K^tHjWf^ n-^i/A'ttis* 4-^ 
/W^f^S^ 3- 

[0093] ^KjNB#^*3V^-crc ^PT^^Sjitt, ^it3~8©St©T/v 
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[0094] ^KjNB#^*3V^-crc T7A^A'lkfcTV~A'&^ttfc&fki>*7~14<D7]) 

7-14 

[0095] ^mmm^^^x^c r^/u^-^^y^nmi^m^T^/^/vm^t?, 

7-14 

-^^^vi^rV, l-^^/v^/M-ar^ 
[0096] ^KjNe#(-*3v^-crry— /v^j^tt, ^^6~io©^#^>fb7fc^S^-rs 

[0097] ^^jNa$(-*3v>-crry— ry— /HfP^^L-ciEicjeisL^^ 

^6~lO(D^#^^7k*^*1-§Ty-/^^S^*L, 0fl*itf, 7x/^r 
[0098] ^C^^#^V^Tr^tiTy— /V^^J^tt, ^TvTV—A^M^tLXm^ 

«\ -7VAtt^ ^-jivtt*/, Wj/u^-^y^ -f^^Vy/^^r^, fc^y/i"*- 

^i^yy/v^v, -ry^i^-^y/v^v', ^r^y/v^->, wrr-sv^ 

/wtf-Sr^ ^y^/v^v, fy^^/v^-^v/, t^v^/i^^, tWv^ /i^-^r 
^ ^^Ky/v^v, ^r/y^/v^^, >ry^yy=/v^v*if^^*tt«o 

[0099] ^KjNB#^*3V^-crc T/^/lsT^jmtl^T/^/^ttkLXlMmm-GtD 

1-4 
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T^A n-^f;i/TV, s-7Y;^;y, i-^/VT^y, ^J^t-^vKT^yft 
[0100] ^:l3f!l0#^*5V^Tr^ ; (C i T;V^;v)T^/\t\^ 2^(DT;v^;\s^ftbVX$<M 

/VT^y, v?n-7^;VT^, y^vV-n-^vVT^y, ^-s-7"f^757, y 
^/V- i-^^/VT^y, y^/V- t-^^vKT^A ^/V-n-^/VT^y, 

-s-^/vT3:y, ^/v-i-^/vr^y, ^;v-t-7 f f^7V, fc*ftf*fr* 
*u 0*l<«, ^y^/vT^y^^^^vr^y-^fcSo 

[0101] C 7;^3r^;^/HtLtij;, yh^>7J/MJw^S, 

ftZ&mfbfr. yh^^7J/^=-/VS^0*LV\ c 7 _ ; 77^^^y*^*^/v 

[0102] ^K#B$(c:*3v>-c^M2y^^i:L-cf*, mz.&^ymm*, mmm^. &mm* 

[0103] ^i«#^:^T^^7^gft^»te, ^l^tfeoU, SP^W^feb 

^p^SrlcflcU m«\ Tif^A t°ny^^, t^y-v^ t°^vV, ^e/i^y 
[0104] ^mmwK^^x^j— w^jf*. 6~ioM^ry— w^s^M^fe-rSo ry— w 

[0105] ^KjNB#^*3V^T r2#<D5tb<«6M W^^n^Sj js, ^t&fti, 
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yy^n, ^ry—^m, t a yy—/vn, ^^y—^n. tt-v- 
y—^n. ^y^y—^m, ^^y—/vn. vvry—^n. t°y^^gt ^yvv 

^^co^tKti#:(^Ix.f^ v^Knt'yv^St ^tKPt 0 7^yi, ^tKP77^S* 

y^St ^e/W^it, ^^/v*y^^^(Diafn^^pm^^^'a-^ti., 
#tc, t°^y^^*5j;^t o y^^dW*bv \ 
[0106] ^K*W#(-*3v^-cr2ffi(D8~ioMi!e^^ , 7 i p^Sj«, *ma. Mftttitt 

m&n^'Tvm&M*, {wt\t4>v~/vns -<>y^y^>n, ^<>yyy>n, 
3c/y>n, ^y^/u^m, ^y^-ry—^m. ^y^-ry—^n, -oy^y^-ry 

—^n, ^^ty'-^S, -o-yVy^l^wm, ^yyV^^/-;v§, ^ 

[0107] ^K^B^^v^-cr-ar^^^n^^j ^^tfrfp-efco-ob, ^mch 
li^nS^c^cii, tfnyvVgt t^y^st, t^^^ a^et^ys^ 
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[0108] ^J§!B#^;&v^Tr^i^^j£f^ ^c^tfcott, g|$##j^lXte 

tv<9^~/K trciy/w, -r^vy/K -r^vy^/K t°5^y/K tf^y^/K nr*y- 
yy^/v^ ^e/v^y^/v, ^^/i^y^/K t°y^/K t^v^/K t?y5s?~/K t°yy 

[0109] ^d)-T:-ife$ti,?.^^(Dism^^fF^^«, mm^mt, mm&<om&K 

£th?%mx*&z> 0 mmiat, m%.\*. mm, ^it^mm^ *wk*.mm&, 
mm, x/v*>tim, v>nm, ^^wtm.. imwtm., v>=mm, 

/v^/VT^^e^J^M, v^T/^/VTy^^^^S, hyr/v^r/i-T^^^^^^, 
[oiio] *mw<D r^aK^^j ^«H4^ ii«)tfctt#ii»«ot, 
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[oni] ^mm&rzfu^ys?] tcr±, 

m&&mmz£V)imistbizib&m text? 

3)7% (i) ^#/i^=2r^^ 

[0112] «5l!®^K^^^*5^57K^S^^S©f^^tt, -PO(OR 41 )OR 4 \ C_ g 

3-8 1-6 

^■/um&xxfc ^nTM^^/Uft, tKi^S, -nr 37 r 3 \ ry— 

3-8 

1-6 1-6 

^(C H 7/^)7^*/^;Htt, T^/g, C _ 6 T/^/VT5/^ *3J;TJ^(C 

1-6 

T/v=i^^/i^^/^*5j;t/C 7/W^;v#^;H(i, zk^S, -nr 37 r 3 \ 

-6 1-6 

1-8 

1-6 

-S (O) R 39 (^T:-n«l-2(7)S#:Tr$>§) , C T/V^/Vjj/V^/vm{m% 

n 1-6 
1-6 1-6 1-6 

sm, rv-si-m^m^ftzm^mmmxmmznxv^xh^^.c ta> 

1-6 

*Asr%si3As&~>\'^ c 7/vn^^/w^^s, ry— /vs^it^^^nry 
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1-8 

1-8 1-6 

TV—sue T/u^^m, Tv—^m^xxj^-Turv--^m^m^Mm± 

1-6 

(Dm^xm^tix^^xh^^ , c T/u^/um, c ^pt^s, ry— 

2-8 3-6 

/^^C^M^^(^>|^«\ Li\ Na\ K + ^if(DT/^y^M^^if)^^® 

[0113] ^ ^is^^TKife^tt, jzmmT^;m(-ffj;frh, T^^rv, t^^v 

^;*7VK v^^-K<D^;*7VK hV^zf^V<D^*T/i'$$£TfTh7'<'7^}*<D^x. 
[0114] -NH-»^«T57^(D^SS^!J^^, C -C T/^*;^;H, Ty 

1 6 

— /l^/V/J^/l^ ^7P7y-/^/^^S, C -C T/l^ 3^77/1^^/1^ 
C -C T/l^/VT5/*/WaJ?^/^, '^(C -C T/l^/l')r^*/WaJ?^/V'^ Ty 
— /VC -C T/V^r/VS, ^7P7!)- /VC -C 7/V^l, (Ty— /VC -C T/V 

16 16 16 

3rA>)T%Sj3A*#~A'^ -P( = 0) (OH) ,-CHOP(=0) (OH) , C -C T/V 

2 2 2 1 6 

C -C 7/^;W^/^if^^*ll5o ^$^-NH-S 

1 6 

^^(D^T/^X-!JTb9^^(DT^X^XhXV\ 
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[0115] ^ T*ymm;mtsft%z.bK£v, ^/m&^ks, =*^?wt^m. tf^z^ 

[0116] XA^^t'm&ttTA'&ifcteU^tbXV ^XiiX^T^mK^^Mm^. 

1 6 

-/vx^t/v, ry— /vc -c T/v^r/v^^-^/v, ^Tnry- /vc -c tvi^/i^ 

16 16 

;V=c^T;V^ TV— /VC -C T/Vdr/V^^^C C T/^/I^^tvK tKn^vC 

16 16 1 

-C T/V^r/V^^^/v, T^/C -C T/l^/l^^TVK C -C TA^r/VT^SC - 

6 16 16 1 

C T/V3VV3^7VK ^(C -C 7Vl^r/V)T^C C T/V^r/V^^^/V^if^^ 

6 16 16 

[0117] ^T^KSte, f^X.^-C(=0)NR 7, R 72 ^$ti§T5KS-X:'fc»9, R 71 *5«fctm 72 
C^-CT/^/v^ ^rn7!J-;vc-C7;v^/H, C-CT^^C-C7 

/v^r/v^, ry— /l^iri/c -c 7/v^;vS, ry— /vc -c r/^v^r^c - 

16 16 1 

CT/V3vi^ fcKn^C -C T/l^/^^ 7^C-C7;l4^S, C -C T/V 
W^/C -C 7WS, ^(C-C7/^)7^C-Cm/Vl, zR^ 

[0118] ^(i)^$^^^^^p^^«, Emfp^®i5tt^ffl n\mx-hz>mm<D 

[oii9] ^0Jcd-^(i)t^$^^^«, SfflS^-(a§7yKp^v®fei:tt©^ 
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[0120] ^mm^mm^mmn, mn-t^m^d) xmts^t^m. 

^mmm^-tA,x^\ it^mmmtvxn, m*.^ mm^mmmu t;v* 
Mtftk wmumm. -o^-^u—v-r^^mn, j&nm^mm. mmmm 
mmm, mm, mmmmm, rv^-ummm, v^y^-^mmm, ^mf- 

#}J& 1 &WWM (biological response modifier) N ^l^/V^E-^J, fel^^hP^V^J 

[0121] ttm<r>—iis&:<3) xm^Mit-^mn., &m&tt&%T>\?v?i/W0m&>& 
n&mm, mmm, Rxf^mm^mm^mmtvx^mt^^mm^ 

Z.£bMmx%Z> 0 

[0122] ^Bjco^d) -e^*-^^, *<d&^ y^vy^ax-umm^mn, mm&) 
KW^tiztm, mm. m&m, mm. ^itm, mnm, m^m, mmm. 
^-y-r^m, mmu mmtm, mmm, ^mm, m\mm, mmtm, 
m, ^m, mmmmm, mmm. mmitm, pummm, mmm, mm^t^m 
M^tth^t?mmm^tvxm^^tcmmam^^ir^t^X'^ 0 
±mmm^mmtvx,mamti,x^ mz.^ mnm, mm, mm, mz?°^ 
m, v&zf-t/i&L *sw7M. ¥im. mmm^t^mfhn, ^mamtvx^ m 
fkrmmm, &mfttmm. mm^mrn, m^mmi^^mi-M 
mm, yv-j^m, ^-^B>m^(Dm&^m-Mm^m, mmi^cDmi-M 
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[0123] ^mwnmmm&mz&mztizmi&fflkLx^ m«\ %m, ?*wm 

[0124] tg&fflkVXtt, *ZS?ls, XTTV/VT/^—/^ i?5^>\ h^#Vk ^ 

[0125] ^^JirLTte, Mill finite, ^K^^M^y-^ 

;*-7vk L-T^^/vtv^-^-hy^A, l-t^/^^v^, L-r^^^v^^-hy 

■7^, Tir^/Vby^b^r^hy^A, TirhT^yK, T^u^-^m, T^/^/K* 

wy*-/v&if ©7x/-/vi ; y/i^vgt ; mmm&m'i-bvvj*, mmm-rbvv^ 
^(Dmrnmrnm-^bm-rbv^ ^bmm^bv^^iftD^bmmm^^ 
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[0126] m nmtvxn, m«\ t^t^^ %#*m, ^p^wa, 

[0127] M^JirbT^, , T^;Hfyg|, L-T^T^Vit L-T^t^V^ 

[0128] jft^J^LTte, fljfctf, jfr^l^ h77?Vk T^fcVi, T/V=¥V^, 

7°^, /^^^3f>7°y, a — 7^7°^, "X^hy^ ]3 -^ny^^hy^ 77/V 

[0129] 3— ^^^J^bTtt, 0!J*ltf, -fe9s^\ m\?=-/^nW^m. tfV^U>?*V 

[0130] *fe#J£L-CJ2, #!lxJ^ -jVv^TJ/l^, tW/K yaJWfcVftifJ&Sjfctf 

[0131] iiw^j^bT^, m« , r^y^ife, l-t/v^^. ^s#ife, ^m#g^y? 
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, mw&jy?^ mstrbv^, m^m, fe&t&m-rbvv^ m&trbv*^ w^.* 
;-/vt%i/^ %m, mmrbw?j»w. *mm, *vwt, -^w^st m*?^>wt, 

, y^stH^y?^ v>m*m-rbvvj», v^wlumvj*. v^m^rnxw^ v 

[oi32] TkmmtLrX^ M*.t£, mm*. ^m±m^, v^^mt^mfhn^o 
[oi33] rnvkmrnti^x^ Mi«, ^n^^yn^jty-^i, =*^m. mmm. =* 

[0134] ^sagfb&ifcL/rtt, Mi«, ifrfbfry?^ i^b^y?.^ ^y-fey^, n^hy^ 

[0135] ^i&^LTte, $JxJ^ T^tfT^A, T/V^V^ntV^^y^-^^^/v, 

^ry^r/^^^A, t^;ta<*A'*9#])1'— hn/Ky-^— rs, m^v±v 
^ A TWv^yri— /k -v^nrf-/^, ^y/w»^hy?A;;^Ty^g£»p\ 
^ry^^^^^^^(D^Ty^^j;W(Dra^if^^(f^^o 
[0136] {£#£iJ£LT«, fljfctf, i^b^lfW^^ i&fb^ifh^A, MIMtSI 

y/vtv^yr>A, ^tK^g^-T-hy^ 7i/-/k ^/wiiy, y^, r 
[0137] *§»MJM£L-m, ^s#^-7-hy7^, ^i^s?r^ ^ 
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, Tirhy, ^y— /V, ^yy°ny D-y/Mfb— /K 

[oi38] mmitmtx^xn^ mx-tz, ^rmit^-^m, m^^j— /k 

[0139] MmtMbl,xn, i^^^^ifVv^^^A, i&ityn^y, m.m^y°V/^ 

#^y\ &mY%^ wjj^ftFtmftbtbZo 
[0140] pummmti^xn, mx.&, mm. ?^m, =*^?m, mm, *vm, 

[0141] psmMkvx^ m%.&, ^M,^m, ^M^m^hv^^, mt±T^v^^ 

[0142] mfflklsXHZ, Mx-tf, ^V±V>, ^TTV^T/v^—/v, 7$y^?-uiss?v=i—/\'M 

yyyfltJ3£®Kyy°nt°/K y-tyy, #yy/w<— ng, -^?u=f-/vm, ^yy/vr/v 
=3— /v, ^yy/w«^hyy^ yy— /^gfe^vK yygizK^byy^ nv^j^y 

[0143] ^0^©gl»^(^^S-^(l)t-i^M©t!i^« 
tt, g P P ^^V tim, — B&tdOmO. l~500mg/kg-t? 
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[0144] [>fb22] 

A1 

Q NH 2 ~ Q NCS 

53 54 



[0145] k^, Q^m^m^tmxh^o 

[0146] ft,^-^54{^, The Journal of Steroid Biochemistry and Molec 

ular Biology, Jg48#. Ml^. Hi 1 1 - 1 19JC, 1994^(D^i^2pDTM5t-r 

[0147] shaix©^ ^m^mm*. it^m53t=f-^^^Rs^^^tKxm 

-<^irV, h/Vo^ 3ri/V^ dr/y^ N ^nn^^y© < J;y i cff^^j§i, *y?v 

f/v^A75K, N-^/UfnyK^. Tirr-^r-y/Mg-Cfe^ MWi^^nn^ 
^ tvk ^h9tKn^7^. i?tt-y-^mx&v), ^hKUrMKUrrYy 

[0148] s^us^, mmvnm&KRomtzft. -3o o c~iooTrc&»9, 

«o°c~5o°c-efc§ 0 tsfc, scrums, k^us^j^m^^ a^'io^na 

~48B#r B 1-e^ ( 9,M^tt30^~24B#5 ) 1-efcSo 

[0149] ^mm<D^m^mir^fc^(D^mw-'eh^it^55^ WTt^i-B&^J: 

[0150] Dffc23] 
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Bi£ 

B1 

Q-NH 2 ^ Q-NCO 

53 55 

[0151] [:£tK Q^m^&mvtct^^h^o 

[0152] ffr£H655Fi, 09£.f^ The Journal of Steroid Biochemistry and Molcc 
ular Biology, Jg48#, i§l^-, H55-60H. 1994^(D^i^2pCTMit-r^^ 

[0153] ubix©^ <k&M53k. *^v. v?^^v. hy#^v, * 

, h/vn^ df-^ix^, 3r/y>\ ^oo-<ytV©j;9^ffI^il, 

n^dfl^ ^f/v^^dr^K, v^/VXirhX^K, i^^vW^^Vy>V>\ v 5 

o M£<D»i#^£W£3/^ M^t. -30°C~150 o CC$>«9, #jgt£ 

^o°c~i2o°c-e^ 0 BSiasfia^^^^ M-io^f!9~48 

B#rHi-efe ( 9^f®t-«30^rfg~24B#5g-efc§ o 

[0154] ^mm(D^m^f^ir^tc^(D^m^h^it^m57^ £lT\^1rcmc 
[0155] [>fk;24] 
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O 



[oi56] Qum^m^t-t^v)^^, Am^mm^m^Tjku »matz? 

[0157] >ffr8^57f"3\ M*.tt> Synthesis, ^1189-1194j=L 1997^(D^^^2pCT 

wmirz>z.b&"e%z> 0 mcmm^ ^amm*. *m<d##t. fc&m3tfc 

?5;^p^I1, M^>\ =3rvi^>\ ^ryyv, ^nn-<^ifV(7)J;5^^ 

[0158] tizm&tlZMMn, 0tl*lti, bV^A^T^ v^y^nfcVl^^VkT^ 1, 8- 
&TWi/fvl5. 4. 0]-7-^^7*-fe^ fc°yvV, S^vKT^/tfy^V, fcf^V 

tWfer^v^ ^^hy^, ^Mb&y^A, ^Bkfc^hy?^ 
ft&mykmim, p^/hw^ ^m)^^ n-^/MWA, t-zf^u 

A, Mf^U^, jfclfcfbtf/W^.^ Tfci&fb^y?.^ *^bi?v-«7A<DJ:5&^ 
y^/KT^>\ -M s Jzfxx\f;V^f-;VT^, 1, 8— ^TiPtr^n[5. 4. 0]-7- 
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^^-efcSo asjasit, mm^mmm^xm^^K mm, -3o°c~ioo°c 
[0159] DScfs, — jR^:(i)^$n5>fb^»©5*>^ x'^o-efe^ x 2 ^s-efe§^^6i 

[0160] [>fb25] 



RcOOC N-Y-Z-R 1 



QNCO 
55 



Q-N . 



O R 2 

^R 3 



n Ar 
O 57 



[0161] Xf3^M3^VJgC^3^cU Q, Y, Z. R\ r\ r\ RcSSJ^ArJSgEtC^Ut 

[0162] ^DlX^f*. ^^60Sr^«X#.t?\ ^tt?«^K mm<Dfc{ET. fcft 

®&skikft®&v&Ki&£tt^k\z.&vmmztiz>o ftimtsnz^^mmfe. Bern 
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ffl£;fx§i&», m«\ ^^hy>A N ^fifc&y^A, ^filir^A, ^j^TK^-^h 

^ 1, 8— ^Tift"V^i3[5. 4. 0]-7-<>^-fc^ Wi?^ ^J^;VT%/yf^J 
\£J*?ls<D&5l£T5>Wi^ "fbVV&TA^^i'K ^)^M,-y 9 b^Y<0&^ 
zK^^hy^A, 7MfHbWA x ^^f^/i^Ao.fcS'fc&JR 
*3(t>fb*K p^/H^a, ^/vy^^A, n-^/vy^^A, t-^vHJ^&© 
j;5^T/^/vy^^Am, iumwf-v^ -kWcrwyj*. *.mk#vvj», ym. 

Bfe^ bV^/^TV^, i>^yy°u\f;V^;VTVy, 1, 8— ^T1flf^n[5. 4. 0] 

, tstbKfmte&mm-bvvj*. fcm*mi-bv?j>,mxhz> 0 m^mmtt. mmv> 

0°C-200 o CT'fe'9, 0Jg^«lO < C~15O < C-t?fc5o 

[0163] HD2x@f*. ik&mi&wmirzjmx\ ^nmm*. ^»«r, ^ 
[oi64] mmtstittfetimmz, Rm^m^wnmm^mm^^^K m%.tz. 

-<^irV, b/^>, =¥^1^ ^yy^, ^np-<^irV®J;5^#*^^^ 
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<?Asfr/>J*T*K N-^/WfcfnUK^ T-feh^hy/V#-efe«9, iifjgfcfS^tm^ 
/Vm^ ic/Vls, ^nu^^cD^^^m^Mm, 9 J^/VTWT% 

[0165] ^ffl£*v5±^te, ^!l^Lf^> MJ^/l'T^ ^y^P^xf/kT^y, 1, 8- 
VT-Wi/lrulS. 4. 0]-7-<7^-fc^ try-i^ ^^/VT^/fy^^ t°^vV 

8U#rHl^fe i 9^?ji^^30^^~24B#^^fc§ o 
[0166] f|D3X@f^ ^^62^M3t1-5X|S-t:\ TOffi^*, i£»>}^ET, 

[0167] &D4X@iS, ^^62^M5t«S'J^X@^\ TOttM^, ^S(D#^T, 

, 2-v f ^pc2^^(Dj;5^^P I ^ i V^^^^ s?;r.^yvcr.— rb7tKP77^ 
v^^f-^ ^h^-^^^Oj;^^— T/^MM, -<^irV, M*cn^ 

v'K vW/KTirbT^K, ^f/V^5^/y^yy, ^f/^/VAT^K, N-^f- 
/HftaJJK^, T-fe^by/Virefc^ ^jgfciS^tm;**^ MfL^^t, 1, 2-v 5 

^ ^<^ir>, ^VW>\ 
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[0168] tizm&frZI&Mfe, bV^/^T^ ^y^PtVVxf/VT^y, 1, 8- 

m^t^si, ^pet^y^ ^Bfc&y^A, ^etir^A, mmfrm-t-hyvj*. 
$km7km%v?j»<D£5ti:$kmi&, -rbv^r/v^>b\ #v*j»t-zfb*i'}*<D£? 
^^mt/^^^ki, Tk^Ht^-hy^ TK^b^y^A, 7k3d>fb<7/wv^A©j;5* 
^Szk^E^ t^vhwa, ^/vy^A, n-^/^y^A, t-^/vy^- 
!>A(Dj;5^T/v=3r/vy^^^, i&mcrbw^ TKBfe^y^, 

/fcSfcfb&y^ *@l>fb*;/W^ *M^y*A, *Sfe>fbi^A<Dj;5fc&«* 

s&fttlfe, ^-hy^AT3:K, *y^Aif^hy^/i^y/vT5h\ -rbv^J^^bu^n^ 
^/KT^ v^/VT^/fc°yvV, ^-hy^Ab^hy^^^y/vr^K^^fc^o St 

J&MSiS, *§St<D@M^-^M^5^ 1^ -30 o C~200°C^b^ £?jgfm 

[0169] E&te, -m&(l)-?m£tlZ1k&V0<D5-t>, TfB5£*tfMb^67, ttttft^fe 
[0170] Mb26] 





Q-N 



Q-N 



Ya'-H 



63 



E1 




XZ"-R 1 




Q-N 



66 



Q-N 



"Yb'-N-Z'R 1 
68 Ra 



[0171] K^.Ya'tt, 
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[0172] Dfb27] 



(E 2 )n 

V 



Ya 1 



(E 2 ) n 

-So 



Ya 1 



(E 2 ) n 



Ya 1 



[0173] fr&mm&tl, Yb' i*, T^: 
[0174] Mb28] 

(E 2 ) n 

S< 5 x 4 



(E 2 ) n 



Yb 1 ' 



X 8 ^X 7 
Yb 15 



2^ 



(E 2 ) n 



Yb 1( 



(E 2 ) n 



Yb 1 



[0175] frbm$l£tl;Z'i*m-CO-, -COO-, -CONH-*/ctt-S0 2 --efet);R\ 
r\ r\ Ra, Q, X 1 , X 2 , X 3 , x\ x\ x\ x\ x\ X, n*5j;OT 2 {»^SftLfci:*5 

[0176] HEixm, 4k&m7&tc.mt&m8&mm:irzj:nre, *feamm*, mm 
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-<^irV, h/^>, dr^V^, df-yy^, ^np/<^y©J;5^fii^^|, 
^f-^, >W/K*/^^>K vW/VTirhT^K, i^VW^VyiV^ Z?* 
f/HM/AT5K, N-p^vMfnlJK^ T-feh^hy/V#-efct9, ^jgic^^nn^ 

[0177] ftffl^tbS^tt, 0d;ttf, hy^/vT^, ^y^ntvi^^vvT^ l, 8- 
[0178] Ffett, -^(D^m^Mit^-m^-h, Tfctt<D4k&Wi-&fzmk&W 

[0179] Mb29] 



F5S 

X 1 R 2 

X 2 Ya'-H 
63 

X 1 R 2 

X 2 Yb'-NH 
64 * a 



F1 



O 

X-"— R 1 
69 

O 

HO-"— R 1 
70 , 



r 



< 



Q-N v 
X 2 



X 1 R 2 
^R3 



'Ya'-^-R 1 



71 
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[0180] Ya' . Yb\ R\ r\ R\ Ra, Q, X, X 1 &£TJfc 2 t38£tefemUZ.k*3*)~(*ib&] 

[0181] FlX^tt, ^^71^^^^72^M5t-r§X@-C\ 

[oi82] Mx-tt, m^^^iik, m^mmAmm, m^^T/^mxnm^-m 

KXoxn^^o i/^7^K&i4, ^mmm^, fc&mo&'^>fcm(fflx. 
«\ ^^/^ciyK, v^-^^cryK, ^mtT^m) tmj&zit. nn^^m^it 

xtttommMttmmm*. ^m^^rxmm^rmmia^ 
?f£T/u*v&mfcWimx*&m, Bm^tt. jmr^mmimm^ bv^ 

^4Yt^m3^v<^t^m4x^<Dmmmt(DR^t-h, mig-2o o c 

~150 , C-e*>»), ^^t2^V^^J^b^70^(D^«-10 o C~50°C^ 
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KU, 30#W~15R#|iO)-ea>5 0 

[0183] m&mMTkmmn.^vsf/iemc t/^m^-c^ c t/^/w*. ^mmi 

1-6 1-6 

1-6 

1-6 

[oi84] ^m^th^mmA^m^mm^^rM^m^^mx^m^n^<Dtmm 
xh%o zti&mm^ mm&wmmz&Q&tttK mm, -2o°c~5o o c(0» 

24R#P P Q(£?jgtm, 30^M~15NfM)-e*>So 
[0185] ^^7K^H^%63^b<m^^64X«-^©^#*P^^(D^^, TO 

^<Z>«^£W£3^ -20°C-50 o C(^M^^, 0°C~30 

°o^fc§ 0 si^u#r H itt, a^jas^ici^^s^, mm. i5frm~2mmmm 

Kfe, 30^~15^) X~&% 0 &jfW:K$o\ i? (C T/V^r/V) VT/y ^ 

1-6 

[0186] ^tt^^VWb&te, «^PJ ^^p^-^/^/i^-^^K, 
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[0187] SJSfiSft, ^<^aiS^^«tt)M*5^, ®tt«^/Hk^-ett, ii^ -2 

^~24B#^ 30^~15^) -C*>5o 

[0188] J^SsiS, *g^3!l [{» «\ ^^P^^/V#/V/J^^\ j3/Ki$^;V*M^S 
— /K 1-(N, N-^^/VT^y^citVH-S-^^^/v^^^K^^^]^ 
#^T>^^70^b^63^L<«>fk^64Xf^O^#M^ii:^^$^ 

[0189] G«fe«, — «:^:(i)-«$n5>fb^©5*>^ rm^^it^m^tcmt^m 

[0190] Mb30] 
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X 63 
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[0191] [5^, Ya' , Yb\ R\ r\ Ra, Ra\ Rb\ Q N X^J^X 2 ^ m^M^^t^X 

[0192] mcmm^ it^m74^tz.mt^m7^%m.^TM^\ ^m^mm^, m<D 

1-6 

k TV— /WWT^— k N, N— ^(C T/V^)#/W<^/vynyK^^#&f 

1-6 

T^^M, ^PP^y, ynpTjvK^ Eifrffc^^ l, 2-> ? ^pi3^^(Z)J;5 
-<^V, M^y, =3rVW^, ^yyy, ^Pn-<^irV(Dj;5^ 

^SVi?S^ v^/WvKAT^K, N-^/Wft3iJK^ T-feh^MJ/^-Cfct), 0 

— TV^^j^ ^PP^y, ^nnsjvi^ 1, 2-^pnx^y©i 

^^nyV^lg^ ^^/VTirhT^K^ ^y^vl^/VAT^K N-y^vM^nyKy 

/^t?fc5o 5t/£?ft£fS, ^©«S3Sfc«fc»3Jlft5tf^ 0°C-150°C^fc^ 0jg 

48 mmx*&<0 , #?jg (r« 20#HB~24B# W-Cfc5 0 
[0193] ^^63*^«{b^64^^/V/K^7Hk^^^^i±, 

P p^/l,#-/H^fA$W^^fWy^7^-b^f^Ltt^, T^y ( 
HNRa'Rb 1 ) ^^$*5^^lCj;IJ>fb^74*femb^75Sr$!i3tt-5^^^-C# 

5. 4. ol-7-^y^-fey, t^y^y, vW/v-y^y^y-yy, t 0 7^y©j;9^7^i 
hy^/yr^y, try^y, ^^/vT^yt-y^^-efe^o 
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^pp^y, ^pp*^A, HJfrfb^sff, 1, 2-v ? ^nn^^(Dj;5^^i= I ^V^ 

-<^irV, b/vxy, dri/w^, ^/y^ ^p P ^y©,J;5*ff 
l/fu^y-y^ vW/K*/^d^>K\ ^^viyrirhT^K ^f^W^ 
, vW/^/VAT^K, N-^/M^yK^, Tirh^hy/^#-efc(9, ^fjg^tev^ 

^PP^y, ^an^/W^ Eifrfb^^ x 1, 2—i??mx-#XD&y1£s^&l' 
-30 < C~80 , C-efe«9, M^tt-10°C~30°C-efc§ o 
[0194] #{CRa 1 43j;tmb 1 ^7K^^^5^^74*^«>fb^75^^t-«ii^^ 

/—/V, ^/—/V, n—y°xis</—/V, i — y°u/</-~/U, n—y^/—/V, sec — 

/K t-^y— /K /K ^hjv— /V, >/ytiy 0 pi/^/— /KDJ^&T/V 

N-^/HfnyKl^ g^o^/K tK, Tirh^hy/^T'fct), £rjfctezk, 

/v, ^pp*/K&3s-Cfc5 0 #!Jx.«\ Iggfe, g^Bfe, hy^/v^-pi 

g^Sl^fc^ £r»tei£i^ @^#^&§o Steffi LTt^ffl UK TtJ;v^ 

^ffl^^^/w^^/Hb^J^^^f^T^^hy^A.^T^^y^A^T^s 

, 0°C~200°C^fc«9, ^T3g^«10°C-80 o C^§ o BtfoUmm^ 
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[0195] ^ mGium^ Tfffivmm*. it-^mQ^t-mt^mQ^^^^r^ 

fctf, -<^irV, h/V^^, df^l^ ^JV^, ^nu-<^^(DX^^m^mm, 

^vwajvK&r^ N-^/ufnyK^ T-feh^hy/v#-efe«9, kima-zr-th^hv 

[0196] *tt^ttT/^^£(D^ 

tt*Ui#m^£;fr&V^ fljfctf, /V, /V, n-T'WV— /K i- 

:7°n/V— /K n-^y— /V, sec—zf^y— /K t — /V, /K 
UV— /K ^n^d^V— /KDJ^T/^— /Hg^ ^<^irV, ^wi^ 

?-/]smx»foz> 0 Rf&um^ is©sifia^^^\ a^, o°c~2oo°«fc 
stzmm-ttrnx-hz: 

[0198] Mb31] 
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Ya'-H 
63 



X 1 R 2 

x r vb 



HO-R 1 
77 



x R 2 3 
q " n ^n R3 O , 

X 2 Ya'^OR 1 
78 



Q-N 



X 1 R 2 



X 2 



[0199] Ya' x Yb' , R\ r\ r\ Ra. Q N x'&it^X 2 ^ mzfemJtk&Q-VfoZo 

[0200] HIXS^VVT, te^&78£fcf*fl^$J79fc3u SI©#ftT, 

[0201] teffl&h^Ffi^igj&ra:, S^S^^:g8^■Ue^j■i^^^#^^:|5R^^^^fcv^^ N mtu*. 

v^^P#y, Eife^if, 1, 2-^nnx^y©j:5^/^V^gl, 
-O-i^V, K*cn^ 3r>^^ 3vy^ ^on^^ci^/jjffi^M, 
— 3r1^, S^^/i^i^^K ^^-/VTirhT^K, '»;W$^J^, 
^/kaJvK&T5h\ N-y^vHfnyK^ Tirh^hy/V^-efeD, ^jSlCfct^^VK^ 

^nn^y, Ei^bKif, 1, 2-v ? ^nn^^»J;5^n>rV^^^ ;VT 

[0202] tizm£ti%>&&n. Mx-iX. hV^/vr^y^ ^Myzfn^/v^/vr^-y, 1,8- 
itTWi/JrnlS. 4. 0]-7-^^7*-fe^ t°y>>^ v^/VT^/tfyvV, t^vV 
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[0203] i^m^fh^/v^Mtmmn, *^v, v^^v, hy^^v, 
[0204] mn, -MH (i) T^$^>fb^©5*>, x 1 *3j;rj?x 2 ^o-efe§^^62^jt 

[0205] [>fb32] 

Q "V. 1 - q -*Vn 

YZ-R 1 0 r ^Y-Z-R 1 

61 62 



[0206] Q, Y, Z, R\ R 2 *5j;tm 3 ^, ISfc^LfcfcJS^fcSL 

[0207] jgjixa«, ^^62^M5t-r§xii^:\ ^^ik* (^--mmxhrn^u 
[0208] ^.m^th^m^mmn, ^mm^mfnimKmrn^^^K mz.it. 

>W/K*/i^^K vW/VTi?hT^K vW/W^Vy>V^ 9 J^/V^ 
[0209] ^ffl^^^^J^, #™5&**ukV^ ^j&tf, jg^ Jy^ 3 ^ 

5?tgg, «i«ggi-hy7^ ^iigi^y^i, ^cMa^^^y?^, i^gg^h 
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v?j», mmw&y?j*, $kmwtrhv*j>, Mmw&vv^ zvmm^bvv^ 39m 

^^y>yry-/K i, 3-^^-5, ^hy^AN-yp* 
^'(^p^^^itiHt-T'f /k tfcffiii^efct-^/K ^c^a^^Ett- 

^Ifc&y^A, _:g^-v^#V, @»^#V(IIIK hy^(Tirh^/VTirh-7-^W^ 
^V(m) (MTA), f»^#V(iilh ttV^Wt^istfis^toXStirrlstflsfc 
mtPvMlV)^ Jonesf*;|£, Sarettf£H, Collinsf^H, ^nAit-Zf/l' 
^y^/v, M^ni-N^y^A, Bcckmann?Mi\ WL^nJ^m^YyV J^, KilianiKH, 

i&^p^/K g^gft^n^/w, ^y^^A^tPd^Tp^— h(pcc) fcrys*=i? ^v^y— 
p — — hn^^yV/^/^^r M«\ v 5 — p — ^ p ^^yV/^/^^v^KGD «fc5&^T 

itm-.mk, mom, mt^v^^ mmitmm, ^mit^m. mm^mm, 

~hvyi?*/l'^&#VPMFremyM)<D£5teilW8&&l, 2, 3-^pp5, 
i/T/—l, 4-^<^y^y^(DDQ) x y"hyypipi-l, 2 - s<l/y*3c/> (o - ^P7^ 

mm (Fetizon^m) <D&isM\&m. mm a) , tsa (id , mmm. mtm 

(n) , «ii-t°y^(Dj;5^ii^^%, mtmm) , 7xy^7yft*y->^, fife 
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mmwt, ftmm.mtitrhvvj», ikm^mw&v^ &mavmmzvvj». ^mm 
•rhw?^ i&mmw?^ Mmm-rb^^ &m&t*vv^ a^^HJ*^ a 

iia^^Et^y^A, N-^n^er-fehT^K, N-^pW^W5K, N—zf 

tf^m*V'?J», nmib^>tf>, ^^y^V(III), hy^(Tirh^Tirhi-^h) 
-v^V(lII) (MTA), Sft^-v^V(HI), t 0 ny^-v^V(lII)(7)j;5^^V 

[0210] za&um^ mt<Dumt$K£9&tez&. mn, -3o , c~ioo , c-ca>t), 

[0211] Kifctt, -^(l)t?^tbS>fk^05*>^ TfE^:^c7)^^90^cmb^9 
[0212] [>fb33] 
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X 2 
90 

^R 3 
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£ N wV (CH ^%b^ 



91 



Ra 



[0213] uxffomm-c&vMx.it&mm*, &mmtt¥<o^vy>m*&iz-&fr. 

kttl~5©lM^ Ya' , Yb\ K\ r\ Ra, Ra\ Ra\ Q, X, X^^tKX 2 ^, 
[0214] Mb34] 
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•— N 



NhRa 




NH 




O 



COORa —N^J 



[0215] ^^©^fi^rnSS^Mt?.] 

[0216] ^ffl^^^^tt^fi, fcmim^minmmz.m&n^^K m*.t£. 

h/^v, ^v-w, ^yyv, ?vv^^<D£5te%mM&mi&r>?v 

[0217] 4£ffl£*L5ittf2, 0!J*.fif, MJ^/KT^>\ vWy^nfcVl^^vkT^ 1, 8- 
i^Tlftfv'^^. 4. 0] —7—^>7 s ±^ t'Uv 5 ^ v^/KT^/fe 0 !; vV, t°yvV 

^W~48^ffi-Cfe»5^5i^W:30^K~24^ra-eS>5o 
[0218] K2I@|4, >fb^90*3«tWb^9lSr®tag-r5X©-e. 

#£T*fci2^#£T, ^^86. ^b^87*5j:mb^88^b^89^HJS 

$*5^fe:J:«5B^$*x«o fl*ffl£;fr5X^«», SJ&fcH^Ufettfrfcf^ 
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RR/t&tufcv^ mx.lt, *??m*?^ ^pp*;^, mmtfc^ 1, 2-i??uu 
^h^iy^^(Dj;5^^— TVl^^jS&^^-tfV, M-o^ 3r^l^ 3vy^ ^pp 
VT%Y ; '^fM^/y^ ; ^f/^/v^T^K ; N-^fvM^y Kv ; Tir 

by/vf Mtft^^pp^^, ^pp^m, mmt^m, i, 

^y©J;5*^p^V^tS;^^3:-T^, ^h^tK^^^ i^rf-^, 
-*?-/v\i o vi})V>mx*2b<0, £tbK&mKfei??nvi*?^ Th^tFv^^WX&Z 
„ 1, 8-i?Tf\?^?vi[5. 4. 0]-7-!»^*-fe^ tfys^ vW/KT5:/t 0 y vV 

yt°vv>mx»&z> 0 zifcum-z, mt<awmmz£*)m:zi>K mn, -3o°c~io 

[0219] Lfett, -«^:(i)-c^$H5>fb^©5*>^ TfE^;^^b^97^igit-r§^ 

[0220] Mb35] 



WO 2006/028226 



70 



PCT/JP2005/016664 



X 1 R 2 

y 2^ Ya'-H 
X 63 



L1 



di ;s: n 

98 H 



cr s N " Boc 



X 1 R 2 
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[0221] r 4 {^ g^tLTV^-ObJ;V>T/V^/^, ^^tlTV^-ObiV^Ty— /VT/V 

/WT/^^-e*>t), Ya' , R\ R\ Q, X^i^X 2 ^, U ^^bTcir^-Cfc^L 
[0222] LlXatd*3V>-C, {b^93tt, ^gffiglg^ ±&S<7>^kT, ^mn^/V/JwV 

[0223] ^^98^^«^-e^ffl$tb§^tt^«, SJS^0a^Uc{m«# 

^<7)J;5^^^-^/V^?§^;^<^irV, b/v^>\ 3ri/l/>\ ^nn^yfy© 
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^vW^Vy vV^ ; i^^/l^/^T^K;N-^/Vfc°py Y> ; Tirb^l>y/V#-C;fc 

[0224] #!I;U^ hy^/VT^, *My^n\i 0 sV^jVT%ls 

, 1, 8— ^Tift"^i7l3[5. 4. 01-7-17^-fe^ t°y>V, v^^/KT^/^yvV 

ytfyvV^-efcSo 

[0225] ^^98^b^63(DHiS^ffl^^^«^feJ;r>^S»^^%98^ 

-30°C~ioo°C^fcf9, £?»»-io°C~50°C^>5o BOWMte. 
[0226] L2Xf£te, ^^96^M3t-r§X@-X:\ T/^/WN^fK&£f£fflV^T 

So 

[0227] r/u^-Mtm^ TffeVkmm*. ss^^r, ^^93^b^94^^$ 

*5^tfj:«t9^$HSo ^^BI-^b>fc^tvfi4#^RR 

x^y©i5^T/^^l;^pn^^y, Ei^fcJ^ 1, 2-v^tm;n^<D 
j;5^^P^V^}§^;^<^irV, h/V^>\ ^r/y^ ^aa^^if^CDj;^ 
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mx&% 0 

[0228] &misfr%m&fc, mz.}*. bs&vvj*. mtrwvj*. m&tt^v^ mmt^m 
hy^AT^K, vW^tf^hy^/^y/vT^K ^hy^At^yy^/i^y/vT^K, 

/VTV^, 1, 8— ^TiffV^in[5. 4. 0] -7-^>*5*-fe>\ t°y>V, SW/l'T^ 
A, ^ggTk^y^ ^^7K^-7-hy>A(Dj;5^^;7K^[:-7-hy^> 

-30°C~100°C^f9, 0jg^«O°C~5O o C-Trfe§ o KJSNFKtt, R^UmWKX 
[0229] ;M£fj£»fflLT, )feIKl©^T, fb^93^b^95 

/Wafc^K, vW/VTirhT^K, S^^vW^^IJSV^ i?* t ?A*fcA'J*T$K N 
[0230] ZtlZftMUMte. mx.1t, 7yV*MVi^xf/i,x77;K T^&XA' 
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Asx.XT A* ^ N, N, N\ N' -^h^y^nt°/VTyV^7/V^f-^H\ 1, 
1' - (7^*;v#^;v) ^t'^y v^y, n, n, n' , N' -Th?*'?A'T^i?j}A'tf* 
f-^K 1, 5, 7 — ^SMffcKti-l, 4, 6, 7-Th7/^-2, 5- 

^^^/^^/v^hy^^-zv^^^^cT)^^^^-^, 1, 

5, 4, 6, 7-^hyyVy-2, 5-^^^hy-n-y^/^ 

[0231] SJiSiaSft, J§lK©©IS4SSl3:«tt)M'&5^^ II -30°C~150°C^feS9, #figtj: 

[0232] L3X@«, ^S^§t-y>^^/^-7^^^Ub^^97^^i- 
<5X^ee~C\ "Protective Groups in Organic Synthesis 2nd editio 

n", Theodora W. Green, John Wiley & Sons, Inc. , 1991%£&&fflirZ>Z. 

[0233] Mifett, -^(D^^tt^k^(D5^, TfS^^^k^74^mb^7 

[0234] Mb36] 
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[0235] Ya\ Yb' , r\ r\ Ra, Ra\ Rb\ Q. x'&XZFX 2 ^ W^W^ftt^SW 

[0236] Mix@jd*3v^, 4k&m4ttmt&m5^ ^femm*. ^m<DW^r, 

[0237] ^ffl$tbS>F^^tt, HJ£fcll^Ue»**Xtf P£S£*bftV ^ #!Jx.f^ 

"0~t?>\ h/l^V, drv-V^, ^/y V N ^nn^yifyoi^iffl^M, v^n 

^^-/V^/^^rv^K, SW/l"T*fehT^\ ^^vW^VysV^ 
^/WaJvKkT^K, N-p^vMfnyK>\ Ti?h^hy/^f-^&<9, 

[0238] ^dxJ3\ by^/VT^>. v^fy:7°nh7V^5VVT^>\ 1, 8- 

^nftr^n[5. 4. o]-7-c7>^-fe>. t°ys?>\ ^^-/vr^y^y^v, tr^v 
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[0239] i^m^fh^/v^Mtmmn, *^v, ^yy, hy^^v, 
[0240] ^p^^^^^^i-s^^o^^^-efc^^^eott, ^t^-Tn^ 

[0241] [>ffc37] 

N;4 

f X ? + H 2 N Y Z R 1 - HOOC N-Y-Z-R 1 RcOOCTVy-Z-R 1 

R 2 ^R 3 H RcOH H 

15 2 59 153 154 60 

[0242] [5^ X, Y, Z, r\ R\ R 3 *5itFRc«|S^^^bfc^*5«9-efe§] 0 

[0243] JgNlX@te, ^^153^]g«XaT\ ^tt^tp. i£fi»#?£T. >fb 

[0244] mm^n^^mm^ R^m^vminmm-m^n^^K mz.t£. 

*0-i?>\ M^V, drv-W, 3r/y>\ ^nn-0-i?V(Dj;5^#^^^^, v^n 
^-/VsiK/VA.T^\ N-;*5vMfnJJK>\ Tirh^by/^#-e$>i9, 

[0245] ^ffl$tbS^«, #!lxJ^ hy^/VT^V. v?^y^atV^^-/kT5:v, 1, 8- 
e^T1ftr^n[5. 4. 0]-7-r7>^H?>\ tfyvV, v^^/KT^/tfyvV, 
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[0246] 5n&w.mL mm^mmmi^m^^K o°c~ioo°c-efe(9, iMfmio°c~ 

[0247] i§N2X@te, ^^60Sr$g5ti-5X@-C% fb^l53Xi«(Z> 

^io-cfT^nso s^^ks^ ^tt^jiK^x ik&mi53&^usf^kmm 
[0249] ftffl^^^tt, Bcj&Km&usfttitt. mzmmzthfo^K m*.t£. 

N, N-vW/VTIr^K, N, N-^^/^/V^T^K, N-^/V-2-t°uyK 

[0250] ^©W^^W^/^ ^P^fb#JMb^l53£©SJfoR 

U?^N^KWk^l54^(D^^, M^- 20^-1 50°C^fc«9, ^jgfciSO'C 
— lOO'C-CfcSo Si^H#r H 1«, HJ^S^-J^II*^ M^15£fBl~lOOR#f!0 

[0251] ^SMIdTK^ifett, ^p^^iftc T/l^/W^^I&l 

1-6 1-6 
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&W£1rZ>Jx.f&tZ, ^wi^fife^/K ^n/i^rit^/K ^n/i^^y^/K y 

[0252] &mtsth5&mRx*^fe$mmte. ^T.n^m^^vm-c^m^fv^(Dtmm 
-efcSo Eifcu&n, m%<Dmmmz.£<9mte%frk mm, -2o°c~5o°c(ra^ 
o°c~3o°c)-efcs 0 k«p^ mj&mmmz£QMftz&, mm, i5^m^ 
2mm Wffitete, 3o^~i5^) ~e&3 0 

[0253] jS^gHffi7K«»Wb^l54t<DMJS«, M©#ftTXi^# 

^u^m^s^ mm, i5ftm~24mm(&MKte, 30frm~i5mwx*foz> o 

[0254] EH£w?vWbifef^ ffi&ffl (Mx.lt, ^yyn^^y/u^/v^4^\ #A<tf~ 
z>yh^^y(D^f^—T/^mm, ^pp^^ ^tm/jvi^ ra^it 

(DUmmKHOgittft, ffi&^xTMkRJ&Xfe, mm, -20°C~50°C(£?jfc 
tt, -10°C~30°C)^fcf9, ^«^/Wb^Wb^l54i:©SJi£-Ctt, -20 
°C~50°C -10 o C~30°C)^fc3 o £?J»Pb1«:, BCJ&m^f-J^Uft 

mmi5^m-24mmmmia^ 30^r^~i5^^)-efcs o 
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[0255] m^-mt, ffi&M LMx.lt. i?i/?V^i>'A'*A'tfl?>(%K X/Ktf—AS&^^S 
— /K 1-(N, ^-^^/VT^JZfvi\f;V)-3-^^^^X^mBMW\<0 

[0256] it&m iszbVTifTM isi\&mk<DBLfo \0r5\ ^n^mmmmn, 

h\ N-^/vt°nyK>, T-feh^hy/V^-Tr^O, ^jgfctev^^vi^— "7VK 
[0257] KJfciafl^ ?§3K©©IS4Ssi3:«tt)M'&5^^ o t C—ioo < C-cfc9, M^teio^ 

mm k \t i o # m - 1 5 m m t? *> § „ 

[0258] O&tt, -«!^(l)^£;h^fb^©5"^ TfE^^©^^73^M5t1-S^& 
[0259] [>fb38] 




155 



+ Q-NH 2 



53 




Y-Z-R 1 
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[0260] Q, X, Y, Z, r\ R 2 *5iU?R 3 f»^feab^i:*D(9-efc§] 0 

[0261] i§01X@«, ^^156^iti-5Xm-C% X^ttMS^K ^»#^T, ^ 

[0262] mmztiz^mvmmfe, ^mm-^^ntiitm^^ti^^K 

^np^y, Ei&ff^^ 1, 2-^nn3i^(Dj;5^^^V^^, 
-<yi£>\ h/l^^ ^>vy, df/y^, ^nn-<^irV(Dj;5^#^^^, 

^/v^/vat5:k, N-p^vMfniJK^ T-feh^hy/v#-efe«9, ^^3^^-/1^ 

— 7VK ^byXKt^y^ v^h^y, ^yh^>^yy<Dj;5^"yv^lM^ 

[0263] mmztizMmtz, m*.tz, ^y^j^t;v=x^y\ m^^t-y^^<D^t^ 

IT^df^K, 7K*^i-hy>A x TkiHt^y^ ^Pfrfb^/i^Aoj^fc&M* 

TkmtV'?'?^ T^m^i-hv^, 7kwnkzvvj>>, *mk#v?j*. 
, ^yr>^t^hy^/^y/vT5H\ ^hy^t^yy^/vv-y/Kr^K yf^^^ 

xf/W7^y, ^y^n^xf/VT^^, 1, 8-i?Tf\?iy?vl5. 4. 0]-7-y 

«^^y^A, ^^hy^A(Dj;5^^, hy^/vr^ sMyyvtw^ 

/VT^y, 1, S—^TiffV^nES. 4. 0]-7-yy^iry, fcfyvV, vW/VT^y 

[0264] K^-umt, mWk<DWMm\z.£ow£Z>&, or-ioor^^, ^jg^«io < c~ 
»m k it i o&m~ i 8^^-t?*>§„ 

[0265] ^02X@}2, ^^157^M5t«XmT\ X^ttMg^K i&»>#i£T, it 
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[0266] i&mistiz^femmtz, Rmm^fammmzmm^^^K m*.^ 

^PP^y, Ei&ff^^ 1, 2-^npx^y©J;5^/M3^V^^S, 
^<^irV, M^>, ^v-v^, dr/U^ ^nn^^1f^cDj;5^#;^f§^ 

f-;V*/VA7^\ N-^/UfdUK^ T-feh^hy/V#-efe>9, 0jgjCtt^rn^/^ 

[0267] ^hy>AT/V3^>H\ ^y^At-^>drv-K(Dj;5^ 

MT/^^rv-K, TK^k^-hy^A, TkiHt^y^ *^fbfr/i^A<D«fc5fc&M* 

Kfte^ tkm^^ 7K^b^hy>A N Tk^b^y^A, 7K@^#y^ 

, ^yi7At^hy^/^>y/vr^K, ^hy^t^hy^/^y/vr^K yf>7A^ 

xf/WT^y, i^fy^afcVl^^vVT^ 1, 8-^T1ftfv^T2[5. 4. 0]-7-# 

jg^«7K^bi-hy^A#-efe§ 0 

[0268] ^(Dffi|g^tc:j;t)M*5^^ 0 t C~100 c C-T?ifc?\ ^Jg^«10 < C~ 

70°C^fc£ o ^^^J^M*^ M^5^1~24R#r«fc^ 

^ i oftm-iomm^&Zo 

[0269] f&03X@}*, ^^73^M5t-T§X@T\ tI©^T, 

[0270] teffl^W^teM&s, MJSl-BI^Uetm«4#l-RS^tb^v^^, m«\ 
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-<^irV, M^i^ =3^1^ ^-/y^, ^nn-<^irV©J;5^#*^^^ 
f/HM/AT5K, N-p^vMfnyK^ T-feh^hy/V#-efct9, ^jgiCfi^^rr: 
^pp^V, Elfrffc^, 1, 2-> ? ^nn^^(Dj;5^M^^V^^^-efc(9, $ 
[0271] ^ffl^tvSi&Ste, m«\ -^hy»>AT7^^>K, #y&J»t--7h*i<'} f <D£5%:& 

mTA>z**isK Tkmik-rhv?^ &m4k*y?j». Am^/^y^^x^^m^ 
m\m, Tkmwrvj*. ^m^-rbv^ *mk*v*j*. 7kmk*vvj», 

, ^y^^t^hy^/^>y/vr^H\ ^hy^why^/i->y^T^K y^-v^M 

^;VTX>, ^y^ntVVxf^T^y, l, 8- v^Tiff^n [5. 4. 0]-7-# 

[0272] mm^n^/^=-/Htmn, ^ 0 ^s7x^k ^^v, ^kx^v, 

[0273] teffl$tb«^*/l^=/Wb^JH:, 0fl*.fr^ 7x^^Pnf^*;M-h, 
[0274] O t C~100 c C-t?;fcSk £?»«:10 o C~ 

mm k \t i o^>^~ i o^k-^*>5„ 
[0275] psm, — jR^:(i)-c^$tb5>fb^©5*>, t wb*^ v>\\&m 1 6 1 ^ m\&® 

i62Srfii3g-rs^ife-C*>* : 



WO 2006/028226 



PCT/JP2005/016664 



[0276] [>fb39] 
Pj* 



Kf-R 3 

Q N ill 

x 

X 63 



fl Yb'— NH 
x J, 

64 Ra 



P1 



N Boc 
168 



N J. 



,,Boc 



159 H 

*fcf* 



K£r 3 

Q— N T 



X R 2 

K*R 3 

Q-N i NH 
161 

X I R 2 

Q N T 

Yb' N— 
162 Ra 



[0277] Ya' N Yb\ r\ r\ Ra, Gh X^XlfX 2 ^ ISlCS^Ufc&J^-CfcSL 

[0278] i§PlX@«, ^^159^f^b^l60^5ti-6X|gT\ X^|»i^ 

[0279] gjSluS4UltHl»tK»V^\ 

^mm, ^PP^y, ^pp^M> Eifrffc^^ 1, 2-v>:?nn^>-<DJ;5^ 
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n<?V3B*g$k -<^irV, M^xj^ ^r/y^, ^tm^^i?^<Dj;5&^##5 

yyvV^, ^f;v*;VA7-;K, N-^/M^nyK^ T-feh^by/V^-Cfe(9, 0® 
^vWBi§jR, ^^PP^y, ^nn^, Hlfrffc^c^ 1, 2— S^tmrn^oj;? 

[0280] teffl&h^ifefcj:, n^ists^ ^it^mm, mm, v^m^x^ 

mmm, mm, mm, ^^m, ^w^st ^^/w^st hy^^ 

^<^-t?V;*/W^^ p-h/V^^/V^^, =^^, -^rul/m 

, ^xy|, ^^i, -v^^>^, f-y^Bt hy^/^ng^ife, ?@^r 

@t y^^m, f^^m^xot^mmmxm, mmc\mm, wr^n 

[028i] Rj&MMte, mt<DUmt$K£9&tez&. o t c-ioo < c-e*>«9, 0ig^f*lO , C~ 

K 1 0# W ~ 1 00#^-X:-S>§ o 
[0282] JgP2X@te, ^«^fc5t-^h^^/l^^/«^jffi»ltUb^l61*fett 
{b'^^162^M3ai _ ^)X@-e\ #!jxJ3\ "Protective Groups in Organic Syn 
thesis 2nd edition", Theodora W. Green, John Wiley & Sons, Inc. , 

[0283] Qifctt, — ^(i^^frSte^O?^ TfE^^»^^164^mb^ 

[0284] Mb40] 
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Q3* 



1 Ya' H 
* 63 

q-n r 

Yb' — NH 

X 2 I 

64 Ra 



R 1 S0 2 CI 
163 



x 



<2 Ya 
164 



K£r 3 
Q-N T 



>r N - 



X 2 



165 



[0285] [jfctfi, Ya' , Yb' , r\ r\ r\ Q, X I *5«tU«X 2 f4, iE^SUfcWSt)-?*)!^ feU 

fit, IStefL-ri^j;^], 
[0286] HQlX@fi±, >fb^l64^H:>fb^l65Sr$i5ti-5X@-e, ^*£t£$§jffi*, 

^©#^T^b^63^tt>fb^64Wb^i63^s^$*5^ic:J:?)B^ 
h/vxy, drv-i^v, 3vy>\ ^nn^yfyoi^^ff^M;^^ 

[0287] mmtStlZ^mt, fljfcfcf, hy^/VT^V. vVy^nty^^VkT^ 1, 8- 
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mx*&% 0 BLfemmtz, mm^mmm^mteztK mm, -3o°c~ioo°c-c&(9 

o M^^Iftli^fcotij;, ^!l^.f^ "Protective Groups in Organic Sy 
nthesis 2nd edition", Theodora W. Green, John Wiley & Sons, Inc. 
, 1991#3r#f8H-£^tf5-e#5 0 

[0289] ^mm<Dfc&m<Dmmi?mte, ±m<Djjmmmtstit&\ mmit^mn, m 
mm 

[0290] £*T, ^l&K^^^^IlCoV>-C$e>^*B(«Ki-S^^ 

[0291] NMRii, M^C*q&§£g Mercury300 (variant) , ECP-400 (JEOL$0 ^fcfcEX 
270(jEOLM)£fflV>T$"J/gUc o ^/tjfA^W*. ff*5>#nKfiLCQ Classic (The 
rmo Electron^), ZQ2000(Watersii)^f*QP5050A(^^iif^Blfiii)^fflV^TS!l 

£<b^ #jB^^-vh^^-&^fe^§Rftett, ^y^^v^v-h sine 

a gel 60F 25i (MerckM)*^«NH^V-h(g±^yv'T{b'f^M)^fflV>TSiJSL 
[0292] ##A 

v^"rA:LC/PDA/MS[HPl 100 (Agilent Technologies^) /TSP U 
V6000 (Thermo Electron®*) /LCQ Classic] 

Cadenza CD — C18 3. 0x30mm (imtaktM) 
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#1WBA:HO(0. 05%TFA) 
#iWBB:MeCN(0. 05%TFA) 

^e*^k£ifc:%B;5-100(9. 5 ft) -100(2. 5 ft) 
PDAf qH : 2 1 0 - 400nm 

^itx-Jri/BlsM. : 5 u L 



I/XtJ* : LC/PDA[Alliance2690 (Waters^) /2996 (Waters^) ] 
^7^:Inertsil ODS — 3 4. 6x1 50mm (GL Science^) 

^5g:lmL/^ 

#SWBA : H 2 0 ( 10mMAcONH4) 
#SrfBB:MeOH 

?*7*JxZsV%m : %B ; 5 - 5 (1#) - 100 (1 9#) - 100 (5#) 

PDAfgffl:230-400nm 

-Yi^ai^i^ai^S : 10 ju L 



[^WJi] 



[0293] Mb41] 




[0294] (ill® 
[0295] [>ffc;42] 
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B^COOMe + h 2 N Ql-£ Et MeOOcKl 



1 



[0296] fc&Q32(5. Og) /K20mL) fci§#?U ft&mi (10. 5g)33j;TJ*^yfc 

7^(JSM« ^^7V)-eltMb, @W>fb^(>fb^»3)2. 2g(W28%) 

[0297] 1 H-NMR(270MHz, CDC1 ) 5:1. 25 (3H, t, J = 7. 1Hz), 1. 31 (6H, s) , 
1. 60 1. 80(4H, m), 2. 45 2. 60(1H, m) , 2. 70 2. 88(2H, m) , 3. 70 
(3H, s), 3. 95 4. 20(3H, m), 4. 11 (2H, q, J = 7. lHz) 0 

[0298] RfffiCv-IJ^/KTV-k JS0BS?jK;B^ift^/W):O. 37 0 
(Jj|2X@) 

[0299] Mb43] 

O 

3 ° S L.N r OEt 
5 O 

[0300] >ffrS^3(2. 2g)Srl, 2-^nnx^y(81mL)(«U ft^*4(2. lg)*5J: 
^f^yt°!Jv?y(l. 48g)^7JD^ ^^#H^iT100 o C^TlB#TO#L7t 
o l&Xfik, SJSS^nn^y[CTftL, 10%^v^kl^»J;tJ«n^: 

^n^^^V- (SM^i, -^r^V : @fgg:^/k = 1 : 2) g fttfta^ ( 

fb£^»5)3. 47g(JR*91%)Sr#^o 
[0301] 'H-NMR (270MHz, CDC1 ) 5 :1. 28(3H, t, J = 7. 1Hz) , 1. 64(6H, s) , 

3 

1. 78-1. 90(2H, m), 2. 55-2. 90(4H, m) , 4. 10-4. 45(5H, m) , 7. 72 
(1H, dd, J=l. 7, 8. 2Hz), 7. 84(1H, s) , 7. 95(1H, d, J = 8. 2Hz) 0 



MeOOC N 
H 
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[0302] MS(ESl)m/z:468. 9([M+H] + )o 

[0303] wm^vxy^zfi'—K Mmmm;^^:mm^/^=i:2) .o. 38 c 
[0304] mmmikmmttmz£Y)&T<n4k&®&&f$ l i,fz 0 

[0305] [^1] 





mm 


7*—* 


2 


0 


MSCESD mte 435.0 (DM+H] + ) 
RT: 5.99min 


3 


o . 

Cl^ S Tjl r OEt 

o 


MS(ESI) m/z- 449.1 ([M+HB 
RT: 6.17min 



[0306] [£|Jfe0!|4] 
[0307] Mb440 




[0308] (miX©) 
[0309] Dfb45] 

o 

F 3 C S IJj H 
6 

[0310] >ffrg^5(3. 47 g )^v ? ^-dri^^(100mL)t^^b, 10NMK200mL) Srflnfc. 



F sC S L^N T ( 
5 O 
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— mmmm, ?un^/V&:*?/— /V:T^^TtR = 10:1:0. Dxmmu n&) 
it&m (it&m) 2. 2g (1R*75%) ^#fc Q 
[0311] 1 H-NMR(270MHz, CDC1 ) 5 :1. 64 (6H, s) , 1. 75-1. 90(2H, m) , 2. 

3 

60-2. 80(4H, m), 3. 18-3. 32(2H, m) , 4. 00-4. 18(1H, m) , 7. 73(1 
H, dd, J=l. 7, 8. 2Hz), 7. 84(lH, s), 7. 94(1H, d, J = 8. 2Hz) G 
[0312] MS(ESl)m/z:397. l([M+H] + )o 

[0313] Rffg(NH^V— k Mlgl^nP*;^:^/- 7^ = 30:1) :0. 52 G 

(i§2X@) 
[0314] [>fb46] 



[0315] ft^6 (36mg) ^^nn^y(lmL) l«L, £3fc#ffl^T*frfbTiz?vK0 
. 0077mL)*5j;I^hy^/VT^^(0. 015mL)^P^. N 10#^^#L7t o SJ^^S: 

/VA :^7-/V= 20 : 1) ^1*MU § Btfb^ Mfr8^7) 30mg (Jfc4*76%) 

[0316] RfteCVU^/KTV— k MiMl;^PP*/^:^- /V=20:l):0. 32 Q 
[0317] 1 H-NMR(270MHz, CDC1 ) 5 :1. 64 (6H, s) , 1. 82-1. 98 (2H, m) , 2. 

14 (3H, s), 2. 52-2. 88(3H, m) , 3. 09-3. 21 (1H, m) , 3. 92-4. 02(1 
H, m), 4. 08-4. 25(1H, m) , 4. 80-4. 90(1H, m) , 7. 72(1H, dd, J=l. 
7, 8. 1Hz), 7. 84 (1H, split s) , 7. 95 (1H, d, J = 8. lHz) G 
[0318] MS(ESl)m/z:439. l([M+H] + )o 

[0319] mmmitmmftjjmzx*)^ gr^M^ML^ 

[0320] [^2] 
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mmmm 


mm 




5 


o , 


; : mm^~^= 1=2): 0.3 
MS(ESI) m/z- 489.0 (CM+H] + ) 


6 




MS(ESI) m£: 405.1 (|M+H]+) 
RT: 4.79min 


7 




MS(ESI) m/z: 419.1 (CM+HJ+) 
RT: 5. 19mm 


8 




MS(ESI) m/z- 469.2 ([M+H] + ) 
RT: 6.00min 


9 




MS(ESI) m/z- 455.1 ([M+HH 
RT: 5.64min 



[0321] mmwmmiT.u^xxfmmm4tmm^m\-xK), \\^m^hvxr<»ft& 

£^5cL7c 0 
[0322] [^3] 



mmwm 


mm 




1 0 




MS(ESI) 487.1 (lM+H]+) 
RT: 5.52min 


i i 




MS(ESI) m/z- 467.2 (CM+H] + ) 
RT: 5.59min 


1 2 




MS(ESI) m/z'- 417.2 (CM+H] + ) 
RT: 4.72min 
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[0323] mmm^jintmm^m^.it^ms^tb^r^t^m^m^fto 

[0324] [MA\ 





mm 




1 3 


F a C 0 l^L ci 


155-157 °C 

Rf m( v- y # ^/v^ b „ ; 
^ n ptJvUJn : ^ ^ / — /V=100:l): 0.35 

iH NMR (CDCI3) S: 1.35 (3H, t, J=7 
Hz),1.61 (6H, s), 4.25 (2H, q, J=l 
Hz),6.97 (1H, dd, *£=8, 2 Hz),7.23 (1H, 
s), 7.47 (1H, d, ^8 Hz),7.94 (1H, d, 
^8 Hz),8.03 (1H, d, J=8 Hz),8.18 (1H, 
a), 8.29 (1H, s) 
MS(ESI) m/z- 495 ([M+H] + ) 



[0325] I'MmmiAi 

[0326] [>fb47] 



F 3 C 



/ 



35 ^ I 



6 



NC 
F 3 C 



■it 

35 



On. 



[0327] ik&mG (20mg) ;V*;VA75K(lmL) fcigft?U 0 < C^"C>fb^^46 (0. 0 

066mL), l-tKn^^^hyTy^/Vl^fp^O. 3mg)*3j;U ? l-^^V-3 
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MU n&}V0Ut&®35)4. 6mg(JR4*19%)&#fc„ 

[0328] 1 H-NMR(270MHz, CDC1 ) 5 :0. 99 (6H, d, J = 6. 4Hz), 1. 63 (6H, s) 1 
. 80-1. 95(2H, m), 2. 07-2. 28(3H, m) , 2. 50-2. 85(3H, m) , 3. 03 
-3. 15(1H, m), 3. 99-4. 25(2H, m) , 4. 80-4. 93(1H, m) , 7. 71 (1H, 
split d, J = 8. 3Hz), 7. 83 (1H, split s) , 7. 95 (1H, d, J = 8. 3Hz) G 

[0329] MS(ESl)m/z:481. 0([M + H] + ) o 

[0330] [>fb48] 

13 

[0331] (III® 
[0332] Mb49] 

_JM V NH 2 Br Na 2 C0 3 Et0 2 C N 

8 9 10 

[0333] S*#IS^T\ it^S (28. lg) . f b^»9 (76mL) *3j;^^hy^A (54g) 
ON, N- -J^/VT-TzYT^Y (200mL) U^Wm^l20°CX17^fW\MWMMVk. 

m\^xnhtitcmm&i/v*^*7J*?v^hy97j— (mm^^-.n-^^ 

= l:l~l:0)^fflV>T|fm BW'fM Offr^l0)47. 5g(lR*100%)^# 

fee 
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[0334] 'H-NMR(DMSO-d) 5 :7. 30(1H, d) , 7. 26 (1H, s) , 6. 81 (1H, d) , 6 
. 47(1H, q), 5. 22(2H, s) , 4. 20-4. 08(2H, m) , 1. 59(6H, s) , 1. 28-1 
. 21 (3H, m) 0 
(i§2X@) 

[0335] Dfb50] 




,NHAc 



[0336] mmWrn^T, ^1^510(45. 7g):fcJ:TJW^V(27g)&^tmp<*V(438mL 

)\mmu -io°c\z.^m^x, mtr^;v(2o. o g )£^o<^p;t.-a) 0 c-ei 

m&^A'^—^Mzxw&&irc b mt-frm {\\&m\v> 37 g (jr*68%) & 

[0337] 'H-NMR(DMSO-d ) 8 :12. 12(1H, s) , 7. 56(1H, d) , 6. 65(1H, d) , 6 
. 59(1H, q), 6. 05(1H, s) , 4. 16(2H, q) , 2. 16(3H, s) , 1. 47(6H, s) , 1. 
19 (3H, t)„ 
(Jf§3X@) 

[0338] Mb51] 




[0339] ^it#ffl^T\ ^^11(29. 97gh ^^12(27. 66g) *3 J^vWA-T^/ 
tfy^(17. 09g)^b/V3z^(341mL)i^#bl00°C'ei2H#r^PI^M^b^ o ^ 
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V ^XW&Mi^X @ mt&m 32. 74g (JR*70%) £#fc G 

[0340] 'H-NMR(DMSO-d ) 5 :12. 48 (1H, s) , 8. 39 (1H, d) , 8. 31 (1H, d) , 8 
. 16-8. 06(2H, m), 7. 30(lH, q), 2. 23(3H, s), 1. 60(6H, s) G 

[0341] mmmi5bmMttmK£v&T<Dik&&&&mv± 0 

[0342] [^5] 



mmm 






1 6 


o, 

c r s r Cc s >- nhac 


MS(ESI) m/z 469.9(DVI+H] + ) 
RT: 5.60min 


1 7 


MeO S U^g>" NHAc 


MS(ESI) m/z 465.9([M+H] + ) 
RT: 5.27min 



[0343] I'MMniS'] 
[0344] Mb52] 




[0345] (fglX@) 
[0346] Dfb53] 




[0347] {^#/13(38. 85g)^v ? ^^(777mL)t^^U cone. HC1(233. lmL) 
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m^^yv^xm%m, mmrxmm^tz. 0 nhtitc^m^mm^^-^^ 
^x-T/«^tff^f 0 Lt g mt&m ut&®i4) 29. 29 g mms2%) 

[0348] 'H-NMR(DMSO-d ) 5 :8. 39 (1H, d) , 8. 31 (1H, d) , 8. 10 (1H, q), 7 
. 81 (1H, d), 7. 68 (2H, s) , 7. 30(1H, d) , 6. 99 (1H, q) , 1. 53 (6H, s) G 

[0349] MS(ESl)m/z:462. l([M + H] + ) c 
(i§2X@) 

[0350] Dfb54] 

1) CI3CCONCO 
« W N^NH 2 2)AI 2 0 3 H 
V^V^Vs 3)MeOH <v> ^V^ NH2 



CF 3 15 



[0351] S*#ffl^CT\ ^^14(29. 26g)^T-feh^MJ/V(308mL)i:h/^^(920m 

mL)^M, ^?&^30£f H W#Uc o «j±T^i§«LT, Al O (977g)£g£S&^ 

2 3 

/V(500mL)^Px.T40 t C-e2NF^*#b^i o ££>^, ynn^A:^/-;V=l:5 
(D^^(lOOmL) ^0^T40 o CT?2f3#r B m#b/5: o ^fM^^ir^h^iib 

t^/— /^4L-c3jfe^u m^rxmm^m^vxmhtit^m^v^^/^^ 

^nv^77>r- (JSW^, glxf/kn-^t^, 1:3-1:0) Srffl Wt*»$l 

u g^^^/v- ^^-/v^^/v^v ^ts^ult a mt&m Mta^is) 24 

. 73g(ifc*77%)£#fco 
[0352] 1 H — NMR(DMSO — d ) 5 : 10. 87(1H, s) , 8. 40(1H, d) , 8. 32(1H, s), 8 
. 12-8. 03(2H, m), 7. 62(1H, d) , 7. 19(1H, q) , 6. 73(2H, brs) , 1. 55( 
6H, s) 0 

[0353] MS(ESl)m/z:505. l([M + H] + )o 
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[0354] mmmistmm^m^^ uiw^^Lt, 

[0355] [^6] 





mm 


7 : ~* 


1 9 




MS(ESI) m/z- 467.0 <[M+H] + ) 
RT: 4.75min 


2 0 




MS(ESI) m/z- 471.0 ([M+H] + ) 
RT: 5.15min 



[0356] immimn 

[0357] Mb55] 

O 

F 3 C O Ul N J^N^ 
41 H 

[0358] t±i^Igf4-efe^b^42fi, ^»!)22^1 — 5X^^oil5H»!j23^1~2X@ 
[0359] Dfb56] 




[0360] RffBCi/y^^V^U-b, mMmm;^*y-ls:mm^/l'=2:l) :0. 22 0 
[0361] 'H-NMR(400MHz, CDC1 ) 5 :1. 54 (6H, s) , 4. 27 (2H, br) , 6. 83 (1H 
, d, J = 8. 4Hz), 6. 99(1H, dd, J = 2. 2, 8. 4Hz), 7. 19(1H, d, J = 2. 2Hz) 
, 7. 94(1H, d, J = 8. 4Hz), 8. 04(1H, d, J = 8. 4Hz) , 8. 19 (1H, s) Q 

(fix© 

[0362] Mb57] 
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[0363] fb^#l42(400mg)^> 5 ^nn^V(5mL)^^l^ ^^#ffl^T0°C^T^n 
^7tWn^K(0. 123mL)*3j;T^MJ^^/VT5:^(0. 198mL)^2jn^ m.Mfc 

^a^vFm- (JgM^K. ^V:^^/V=l : l)T?iR|$4 

U @ (>f^^j43)456mg(JtZ^88%) £#fc 0 
[0364] RffiKv-y^V^V-K Mmmm;^^:mm^^=2:l) :0. 24 0 
[0365] 'H-NMR (400MHz, CDC1 ) 5 :1. 59 (6H, s) , 4. 12 (2H, s), 7. 27 (1H, 

dd, J=l. 8, 8. 8Hz), 7. 41 (1H, d, J=l. 8Hz), 7. 95(1H, d, J = 8. 4Hz), 

8. 03(1H, d, J = 8. 4Hz), 8. 17(1H, s) , 8. 54(1H, d,J = 8. 8Hz), 8. 90(1 

H, s) 0 

(f§21@) 
[0366] [>fb58] 

43 H 44 H 

[0367] ft:^43(150mg)^v J ^nn^^(3mL) KMMU 0°C«1 - {t-Zfh*i/Jj 
/V#-/V)t°^v ? V(154mg)^oJ;t>>y^/VT^>'(0. 115mL)^Px. % 

lib, ^yi/^v^h^^—mmmm, ^^>~^i^:g»^vv=2: 

3) -Clf ML, g mm (^^44) 166m g ( W93%) £#fc 0 
[0368] Rf^(i/y#y/K7V-k MTO^;^^^:^^/V=1:1) :0. 28 0 
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[0369] 'H-NMR (400MHz, CDC1 ) 5 :1. 48 (9H, s) , 1. 58 (6H, s) , 2. 63 (4H, 

3 

br), 3. 24 (2H, s) , 3. 55 (4H, br), 7. 23 (1H, dd, J = 2. 2, 8. 8Hz), 7. 38 ( 
1H, d, J = 2. 2Hz), 7. 95 (1H, d, J = 8. 4Hz), 8. 03 (1H, d, J = 8. 1Hz) , 8. 
17(1H, s), 8. 65(1H, d, J = 8. 8Hz), 10. 07(lH, s) Q 
(I3XH) 
[0370] Dfb59] 

o o 

F 3 C O l^ N A_N^ F 3 C O Ul X^^J 

44 H 41 H 

[0371] {^#)44(l66mg)^v ? ^nn^^(3mL)i^^U MJ^/^ng^Sfe(3mL)SriU 

m%0 0ffr£4fc41) 32mg£r#fco 
[0372] Rf{g(^y^7^/^V— ®0HISjK;^ni3af;/vA:^y— /V: l%T>*e~T7k = 
10:1:0. 1) :0. 31„ 

[0373] 'H-NMR (400MHz, CDC1 ) 5 :1. 58 (6H, s) , 2. 63 (4H, br) , 2. 96-3. 

04(4H, m), 3. 20(2H, s) , 7. 24(1H, dd, J=l. 8, 8. 8Hz) , 7. 37(1H, d, J 
= 1. 8Hz), 7. 95(1H, d, J = 8. 4Hz), 8. 02(1H, d, J = 8. 4Hz) , 8. 18(1H 
, s), 8. 66(1H, d, J = 8. 8Hz), 10. 19(1H, s) Q 

[0374] MS(ESl)m/z:549. 20([M + H] + ) o 

[0375] Dffc60] 
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NHAc 



31 



[0376] 



(ill® 



[0377] 



Dft61] 



'a: 



Bqc 2 Q 



N(Boc) 2 



"CI 



24 



25 



[0378] ^^24(34. 5g) ^^r^(400mL) ^$§#?U 

— h(109g)*5j;U?v ? ^/VT5yt o yv ? ^(4. 9g)?riPXL, 45^^M^^EL^o £fc 

Of frfr«&25) 54. 2g (W73%) £#fc 0 
[0379] 'H-NMR (300MHz, CDC1 ) 5 :1. 42(18H, s) , 7. 62 (1H, d, J = 8. 5Hz) 
, 8. 12-8. 18 (2H, m) 0 

[0380] [^62] 

02N^^N(Boc) 2 NaQH 0 2 N^^NHBoc 



[0381] fb^325(54. 2g) ^h^tKn^>(240mL) 33£ XfiWS— /V(480mL) (DM 

■^mmimmu TmitrbWMs. 82 g )^nx., muKxmmn^tc 0 

ftV \ g ft}^ ({b^26) 54. 2g (I|»75%) £#/c 0 




"CI 




25 



26 
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[0382] 'H-NMR(300MHz, CDC1 ) 5 :1. 55(9H, s) , 7. 12(1H, brs) , 7. 49(1H 

3 

, d, J = 8. 8Hz), 7. 82(1H, dd,J = 2. 7, 8. 8Hz), 9. 12(1H, d, J = 2. 7Hz) 

(I3XH) 
[0383] Dfb63] 



Q 2 N ^NHBoc SnC l 2 > H 2 N^NHBoc 



26 



27 



[0384] ffrg^»26(29. 6g) Sr^*/— Ml lOOmL) l£$gA?U ifrfk*X(ll) (103g)^U 

g^^^/Kcxgfe^b/co fcm&mm^Mcxmitiu ^mm^ma^M^Kx 

. 7g (JR*82%) £r#fc c 
[0385] 'H-NMR(300MHz, CDC1 ) 5 :1. 52 (9H, s) , 2. 60-3. 60(2H, br) , 6. 

28 (1H, dd, J = 2. 7, 8. 5Hz), 6. 95 (1H, brs), 7. 06 (1H, d, J = 8. 5Hz), 7 

. 59(1H, d, J = 2. 7Hz) Q 

(I41g) 
[0386] [^64] 

H 2 N^. NHBoc EtOOC Br EtOOC^ 

UL C| Cl HN^NHBoc 

27 28 Cl 

[0387] fb^27(21. 7g)Sr^y— Ml5mL) fcigffiU fe&?bVVM28g)38£Wk 
$f U vy^y/^9^n-vh^97>r — (^fl^: ^86^/1^=9 : 1~7 : 3) K£Q 

mmu nmm(it-&m2s)io. og(W3i%)^#^ 0 

[0388] 'H-NMROOOMHz, CDC1 ) 5 :1. 21 (3H, t, J = 7. 1Hz) , 1. 51 (9H, s) , 
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1. 54(6H, s), 4. 17(2H, q,J=7. 1Hz) , 6. 14(1H, dd, J = 2. 7, 8. 8Hz), 
6. 91 (1H, brs), 7. 04 (1H, d, J = 8. 8Hz), 7. 53 (1H, d, J = 2. 7Hz) G 
(I5X@) 
[0389] Dfb65] 

O 

NC ^- N ^V^NHBoc 
F 3 C S 
29 

[0390] {^^28(10. Og)£rl, 2-^Pnx^y(l50mL) i-}&jt?U ffc#4S»4(6. 4g) 

vy^-(^^:mm^^=9:i)\z.xmmu nmmut&m29)5. 84 g (nx 

*39%)£#fc 0 

[0391] 'H-NMR(300MHz, CDC1 ) 5 :1. 52(9H, s) , 1. 61 (6H, s) , 6. 91 (1H, 
dd, J = 2. 5, 8. 5Hz), 7. 01 (1H, brs), 7. 48(1H, d, J = 8. 5Hz) , 7. 81 (1H 
, dd, J = 2. 5, 8. 2Hz), 7. 94-7. 98(2H, m) , 8. 25(1H, d, J = 2. 5Hz) 0 
(I61g) 

[0392] [>fb66] 

o 

IC ^V N N MM 

f 3 c s t^t ci 

30 

[0393] {b^29(5. 84g^v^nn^^(50mL) Ki£ft?U 0 c C^Thy^/V^-n^(2 
5mL)&15^frTWTUfc«U ^^T305>^»b/c o H^^^^/V 

7>f— (^^:B^il^^=4:l)lCj;t)fflf$tU gB^(^%30)4. 68g(Jfc 



EtOOC^L 

HN^^_NHBoc F 3C 



29 Cl 
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*99%)2r#fc 0 



[0394] 



l H-NMR(300MHz, CDC1 ) 5 :1. 58 (6H, s) , 6. 61 (1H, dd, J = 2. 2, 8. 



2Hz), 6. 67(1H, d, J = 2. 2Hz), 7. 39(lH, d, J = 8. 2Hz), 7. 81(1H, dd, J 

= 2. 2, 8. 2Hz), 7. 93-7. 98(2H, m) G 

(i§7X@) 



[0396] ffc^30(2. 5g)^^nn^y(60mL) KSgtffcU 0°Ci^Tt°y (1. 4mL) 
*91%)£#fc 0 

[0397] RfffiCv^^v^V^K MTO^;-^^^:^^/V=2: 1) :0. 1 

1 H-NMR(270MHz, CDC1 ) 5 :1. 62 (6H, s) , 2. 28 (3H, s) , 7. 02 (1H, 
dd, J = 2. 5, 8. 5Hz), 7. 54(1H, d, J = 8. 5Hz), 7. 71 (1H, brs) , 7. 83(1H 
, dd, J=l. 9, 8. 3Hz), 7. 96 8. 00(2H, m) , 8. 49(1H, d, J=l. 9Hz) G 

[0398] MS(ESI")m/z:479([M-H]") 0 

[0399] [^68] 



[0395] Dfb67] 





q 



34 



(SB l IS) 
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[0400] (flXg) 
[0401] [>fk69] 

o / Nal °4 9 / 

NC ^f^Kif~ RuCI 3 -nH 2 0 NC _^\_N^ 

F 3 Cf XJC ri CCI 4 -H 2 0-CH 3 CN ¥ jT O XX, 

29 Cl 32 Ci 

[0402] ^^29(3. 3 g )^Hi^f^^(60mL)^oj;t/Tirh^hy7K60mL)»^}§ 
&^$gfl?U *(120mL)^JU;^ 0°C^m#b^^^^ 3 ^^-f-hy^(5. 

32) 2. 76g (»6%) 2r#fc 0 
[0403] Rf^C^y^A-TV— K Si^l;^t^:^nn^;^ = l:9, 3[3MI!S) :0. 
38 Q 

[0404] 'H-NMR (400MHz, CDC1 ) 5 :1. 53 (9H, s) , 1. 61 (6H, s) , 6. 92 (1H, 

dd, J = 2. 6, 8. 4Hz), 7. 10(1H, s) , 7. 45 (1H, d, J = 8. 4Hz) , 7. 95 (1H, d 
, J = 8. 8Hz), 8. 03 (1H, d, J = 8. 1Hz), 8. 18 (1H, s) , 8. 28 (1H, split s) 

(Jg2X@) 
[0405] Dffc70] 




[0406] ^W(j22^6X^^)#^HJ^^<J: t 9.f^^32(2. 76g)£«9 @ ft<BK>ffr8^33 
) 1. 87g (1^*84%) <£r#fCo 
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[0407] 'H-NMR (400MHz, CDC1 ) 5 :4. 22(2H, s) , 6. 61 (1H, dd, J = 2. 2, 8. 

3 

4Hz), 6. 69(1H, d, J = 2, 2Hz), 7. 35(lH, d, J = 8. 4Hz), 7. 94(1H, d, J 

= 8. 4Hz), 8. 03(1H, d, J = 8. 4Hz), 8. 18(1H, s) Q 
[0408] MS(ESl)m/z:423. l([M + H] + )o 

(I3XH) 
[0409] [>fb71] 




[0410] {t:^33(40mg)?r> ? ^^^(lmL)i^^L. hytf^rV(20m g ) ^nx.305> 
R9S£#b^x -Yy^ntf/VT/Va— /KO. 2mL)ePx.fc 0 &J&W&OXXZ.$m^ 
MJ^/KT^CO. 086mL)&>(JD;t x ^a(CT2B^P^it#Lf' 0 fi&jfaKBkfcgfS^y 

U @ (>ffrg^34) 40. 5mg 01X^83%) £r#fc„ 
[0411] RffitCv-y^A^V-K M^^;^i^^:^^/v=2:l, 2HIMW) :0. 
41 0 

[0412] 'H-NMR (400MHz, CDC1 ) 5 :1. 33 (6H, d, J = 6. 2Hz) , 1. 61 (6H, s) , 

3 

5. 00-5. 06 (1H, m), 6. 96(1H, dd, J = 2. 2, 8. 4Hz) , 7. 18(1H, s) , 7. 4 
6(1H, d, J = 8. 4Hz), 7. 95(1H, d, J = 8. 4Hz) , 8. 04(1H, dd, J=l. 8, 8. 
4Hz), 8. 18(1H, s), 8. 30(1H, split s) Q 
[0413] MS (ESI) m./ z : 509. 1([M + H] + ) Q 

[0414] mmm23tmm^m^x i o^r<D^m^mvf^ 0 

[0415] [^7-1] 
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mmwm 


mm 




2 4 




1 H-NMR(400MH Z) CDC1 3 ) 5 : 
1.35(3H, t), 1.60(6H, s), 3.96(3H, 

a 'I /l M^H n\ 7 nnf itt AA\ 
&), <±.ztn,zri, c[), /.UUV.1X1, qu^, 

7.22-7.3K3H, m), 7.46(lH, d), 

7.65(1H ( d), 8.29(lH, s). 

RT: 5.97min 


2 5 




MS(ESI) m/z 471.0 (|M+H] + ) 
RT: 6.47min 


2 6 




MS(ESI) m/z- 471.0 flM+H]+) 
RT: 6.50min 


2 7 




MS(ESI) note 547.1 (EM+Na] + ) 
RT: 5.70min 


2 8 




MS(ESI) m/z: 538.2 (CM+H] + ) 
RT: 4.70min 


2 9 




MS(ESI) m/£ 593.3 ([M+H] + ) 
RT: 4.45min 




0 


MQfTTQT't m/S A 97 1 (TA/T-i-Hl +\ 

iviovhjOI/ m/z- <*z / .i i.LiVi+riJ v 
RT 5.12min 


3 1 




MS(ESI) 772/2: 504.2 ([M+H] + ) 
RT: 4.40min 


3 2 




MS(ESI) m/z- 552.2 ([M+H] + ) 
RT: 4.79min 


3 3 


F 3 C O \JL Ci 


MS(ESI) m/z- 561.1 (DVt+Na]+) 




RT: 5.82min 



[0416] [^7-2] 
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H~ V 5 — NHBoc 



MS(ESI) m/z. 632.0 ([M+Na] + ) 
RT: 6.80min 



[0417] mnm2z^z^Mkmmttmz.£o^ \^m&t^xY^\^m^m^t^ 

[0418] [^8] 





mm 




3 5 




MSCESI) m^-: 511.2 ([M+H] + ) 
RT: 4.29min 


3 6 




MS(ESI) 512.2 (DM+H] + ) 
RT: 4.49min 



[0419] [H»!j37] 
[0420] Mb72] 



F 3 C O HI 



[0421] mmm22m6j:ukmmttmz£9 > mmimt^m4(Q5. im g ) <^«9 a «j<t&2 

6. 3mg(J(X*£48 
[0422] MS (ESI) m/z: 532. l([M + Na] + ) D 
[0423] RT:4. 57ft 0 
[0424] [H»!j38] 
[0425] [>fb73] 
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3 C S l^N_N^ 
[0426] >ffrg^6(50. Omg)^rT-feh^hy/KlmL) fcigffiU xf/Wy^-f(0. 01 

m Wb^»45) 50. 9mg(lR^86%)^#7c 0 
[0427] MS(ESl)m/' z:468. l([M + H] + ) D 
[0428] RT:5. 275h, 

[0429] ^Mms^t^fci^ OT<D>ffc^£^Ut> 
[0430] [^9] 





«5g 


-7—? 


3 9 


0 


MS(ESI) m/z. 482.0 (CM+H] + ) 
RT: 5.57min 


4 0 




MS(ESI) m/z- 434.0 (CM+H] + ) 
RT: 4.94min 


4 1 




MS(ESI) m/£ 448.1 ([M+H] + ) 
RT: 6.27min 



C ij_ 



F 3 C S 



[0431] [^I«!j42] 
[0432] Dfb74] 
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3C S k^N ,N, 
49 ^A- 



NC 

F 3 < 



%l CIS0 2 NCO Qj 



K 2 C0 3 _ 

Eti Nc-<r\-Kijr 



Boc 

Q 



NC^>N^ 
F 3 C S kJk^lSkn 



-™ . NC^N^_ 



[0433] ^nn^M=My^-KO. 0326mL) ^nn^y(lmL) fcigfi?U 0 
°C^Tt-^/— /V(0. 0346mL)*5J;t»y^/VT^(0. 105mL)^PX., 20 

[0434] te£^»47(51. Omg) ^f/V^AT^Ki^L, ^S^y?A:j3j;tf3?>ffrn 
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77iy^ 3 ^7^nv^77^-l:tilL, ^^48(42. 3mg, ifc*7 
9%)£r#fc 0 ^^48(42. 3mg)^PP^y(lmL)[«U hV^/^nB 

mo. 5mL)^R^ mnKxmmmwvtz. 0 R^mmf^mmu mm^^h^ 

, §6^(^^49)30. 8mg£#fc(lfc#87%) 0 
[0435] 1 H-NMR(270MHz, CDC1 ) 5 :1. 23 (3H, t, J=7. 3Hz), 1. 65 (6H, s) , 

3 

1. 88-1. 97(2H, m), 2. 79-2. 95(3H, m) , 3. 11-3. 21 (2H, m) , 3. 83 
-4. 03(3H, m), 4. 06-4. 25(lH, m) , 7. 72(1H, split d, J = 8. 2Hz), 7 
. 84 (1H, split s), 7. 95 (1H, d, J = 8. 2Hz) D 
[0436] RT:5. 97# 0 

[0437] Mb75] 




[0438] {b^47(40. 0mg)^Tb7t:Kn77y(2mL) KMMU S*#ffl^T^ 0°C^ 
XhVZ7^~A*fcX7 J>(27. 2mgh>ffr^H&50(0. 0105mL) ^oi^^f-^T/ 
*?*A<tf**/U—H0. 0472mL)^Px., «df#L/c 0 OTl:*«riP^nn* 
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mu m^mmu ^y^^^^b^^-Kxmmu it&mi 

(31. 2mg)§r#fc 0 ^^^n^^(lmL)i^j|U M^/l^ngft&CO. 5mL 

)^p^, mmcxmmm^vtno BCfom&Mfcmmu o°cKxm^m^m-r 
y#$VK7V— k mmmm;^^^>:^y-^=io:DKxmm:U 

it&m52)7. 0mg£#fc(lfc*18%) o 
[0439] MS(ESl)m/z:547. l([M + H] + ) c 
[0440] RT:4. 55^* 0 

[0441] Mb76] 

o 

98 o 



[0442] (HIS) 
[0443] [>ffc77] 

3C S L^NH 
99 

[0444] >fc^5(6. 9g)^v ? ^-^^(150mL) lemMU M^(150mL) ^jn^lOO 
VfcXm&.fflfrl'TCo Ri&W&^Mfc&VtftMV. 5N NaOHSr^n^pHlO^L 

U 0°Ci-T4N HClv J ^^-^|g(5mL)^Ux.fCo #f mLfcia#Sr*>EtU Jt^ 
SfcglU @ #J<& (^^99) 5. 8g (JR^91%) Sr#feo 
[0445] 'H-NMR (400MHz, DMSO-d ) 6 :1. 58 (6H, s) , 1. 83-1. 86 (2H, br 



5 O 
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m), 3. 03-3. 13 (4H, m) , 3. 36-3. 39 (2H, br m) , 3. 47-3. 49 (1H, 
m), 3. 65-3. 73 (1H, m) , 4. 16-4. 19(1H, br m) , 7. 99(1H, dd, J = 8. 
1, 1. 5Hz), 8. 21 (1H, d, J = l. 5Hz), 8. 36 (1H, d, J = 8. lHz) G 

[0446] MS(ESl)m/z:397. l([M + H] + )o 
(i§2X@) 

[0447] [>fb78] 

O 

^^y^t hc, 

F 3 C S L^NH 
99 

[0448] fcftto99(100mg)&i?tt^(4mL)lZ.mM£ J &. iiffflllT, 0°C^Tr-y 
^^rV(48mg)^B^, '^StT30^riS#Lfc o ^2-tKn^^/k^ 
^/K72mg) , hy^/WT^V(l40mg)*Dj:tJ ? v ? ^^/VT57t o y vV(28mg) 

mm^m^-bv^^mm. in hci^^^p^tk^t^l, g#iu m& 

mmisfCo #e>^3Sfl5Sr9 l h9tKt279^(2mL) lCi§A?U IN NaOH (2mL) £r 

Wk, ?nn°fc;VJ*:*#J— /V=20:l)-e*SJ!iU @ W^(^^98)67mg(i|X^60 

[0449] 1 H-NMR(400MHz, CDC1 ) 5 :1. 64(6H, s) , 1. 86(2H, d, J=ll. 4Hz) 
, 2. 41 (1H, t, J = 5. 9Hz), 2. 74-2. 87 (3H, br m) , 3. 86 (2H, dd, J = 4. 
6, 2. 3Hz), 4. 21-4. 33 (5H, m) , 7. 73 (1H, d, J = 8. 3Hz), 7. 84 (1H, s) 
, 7. 96(1H, d, J = 8. 3Hz) Q 

[0450] MS(ESl)m/z:585. 0([M+H] + ) o 

[0451] [^79] 



NC- 
F 3 C 
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N X 

y- N r^ oh 

S k.N r O^OH 



[0452] (IlXS) 
[0453] [^80] 



F 3 C s l^NH F 3° S k.N T 0_A^O 



101 



[0454] >fb-a^»99(150mg)Sr^^>'(6mL) M^-^, ^m#ffl^T, 0°ClZ.XhV 

df ^ - 4 - JjrVWSsV ( 23 lmgK HJ m^/KT ^ ( 2 1 2mg) *3,£ tfSW/KT 
^yt°yv?V(43mg)^nx., 30^WJt#bfc o s^f-TK^nx., ^no^ia 
^WLfc 0 ^ae^fP^^TK^hy^TK^, IN HCl^tft&fPt&fcMz: 

i^V:@^^^= 1:0-1:3) KXmUU S ^ (^1^3101) 52mg (JR^27% 

[0455] RfffiCv-y^/K/^-K mmmm;^^:mm^/V=l:3) :0. 33 Q 
[0456] 'H-NMR (400MHz, CDC1 ) 5 :1. 37(3H, s) , 1. 44(3H, s), 1. 64(6H, s 

3 

), 1. 85(2H, d, J = 9. 5Hz), 2. 73-2. 85(4H, m) , 3. 78(1H, t,J = 7. 1H 

z), 4. 07-4. 20(4H, m) , 4. 34-4. 35(3H, m) , 7. 73(1H, d, J = 8. 3Hz) 

, 7. 84(1H, s), 7. 95(1H, d, J = 8. 3Hz) 0 
[0457] MS(ESI-)m/z:613. 2([M+AcONH]~) 

(^2X@) 
[0458] Mb81] 
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Hr 



O 

^ JH^ ,T N r^ oV ^ >^ ^ N y^ oh 

F 3 C S LJ^o^O F 3 C S Vn^q^OH 



oV ~ ^>rv^ oh 

N. O ' ' " 

101 



[0459] >fb^K»101(52mg)Sr9 1 h9fch*n79^(2. 5mL) l^«?U 6N HC1(2. 5mL) 
^PX., S*#H^T\ ^S^-ClH#^jt#L^ 0 2N NaOH^r^fPU 

m MfrS^lOO) 32mg (IR^66%) £#fc 0 

Rfffi(^y^^V^V— K SM^nn*/^:^- 7^=15:1) :0. 41 Q 
[0460] 'H-NMR (400MHz, CDC1 ) 5 :1. 64 (6H, s) , 1. 86 (2H, d, J = 9. 5Hz), 

3 

2. 32(1H, s), 2. 81-2. 95(5H, br m) , 3. 59-3. 71 (2H, m) , 3. 91-3. 

92(1H, m), 4. 18-4. 32(5H, br m) , 7. 72(lH, d, J = 8. 3Hz) , 7. 84(1 

H, s), 7. 96(1H, d, J = 8. 3Hz) Q 
[0461] MS(ESI)m/z:515. l([M+H] + )o 

[»J46] 
[0462] Mb82] 



F 3 C HN^ U 



102 



[0463] (flXg) 
[0464] [>fb83] 



F,G " NHBoc r o NH 2 TFA 

h3 ° 29 h 3° 103 
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[0465] ^^029(277Tng)^J^nn^ly(lmL)KmMU MJ^/l^Pgft^o. 5mL) 

ti. mmmuto R^m^m^mmu g^(^^io3)236m g (^88 

[0466] 'H-NMR (400MHz, CDC1 ) 5 :1. 59 (6H, s) , 6. 61 (1H, d, J = 8. 4Hz), 

3 

6. 68(1H, s), 7. 40(1H, d, J = 8. 4Hz), 7. 83(lH, d, J = 8. 3Hz), 7. 95(1 

H, s), 7. 98(1H, d, J = 8. 3Hz) G 
[0467] MS(ESl)m/z:439. l([M + H] + ) c 

(i§2X@) 
[0468] [>fb84] 




[0469] {b'^#/103(97mg)^v ? ^i)-^(0. 23mL) 0 o C^TMJ*^V (80 

^V^/V^TVKO. 15mL), MJa^vKT^O. 08mL)^Px., 0°C^T10^ 

^T P H8~ioi:u mm^M^xmm^o nmm%mwtrhvvj±Kxm>mu 
zmu mmmm^o # wcas^Tb7tKn77> dmD \mmu in Nao 
H(2mD^px., o°c^m^ximmmwvfz 0 ^mi^Mm^M^vH^m^t 

f/V=l:0-2:3)Ctim @W^(^%102)61. 2mg(W62%)^#fc 0 
[0470] Rf{g(^y#<7VK7V-k MP^^;^i^>:^^^=l:l) :0. 31 G 

MS(ESl)m/z:527. 0([M+H] + ) o 
[0471] 'H-NMROOOMHz, CDC1 ) 5 :1. 62 (6H, s) , 3. 90-3. 92(2H, m) , 4. 
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33-4. 36(2H, m) , 6. 97(1H, dd, J = 8. 5, 2. 5Hz), 7. 34(1H, s) , 7. 52( 
1H, d, J = 8. 5Hz), 7. 82(1H, dd, J = 8. 3, 2. OHz) , 7. 94(1H, d, J = 2. 0 
Hz), 7. 97(1H, d, J = 8. 3Hz), 8. 23(lH, d, J = 2. 5Hz) G 

[0472] [>ffc85] 




[0473] ffi^JK|5f-efc5^^105«, ^Jfe0i|22^1~5X@*3j;^Jfe^|46||lX@i: 
[0474] Mb86] 




[0475] 'H-NMR (400MHz, CDC1 ) 5 :1. 57 (6H, s) , 6. 61 (1H, d, J = 8. 1Hz) , 

3 

6. 68(1H, s), 7. 40(1H, d, J = 8. 4Hz) , 7. 51 (1H, d, J = 8. 4Hz), 7. 67(1 

H, s), 7. 81 (1H, d, J = 8. lHz) 0 
[0476] MS(ESl)m/z:405. l([M + H] + )o 
[0477] [^87] 



TFA 



s 

104 
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[0478] >fb^^l05(90mg)Sr^^^(0. 16mL)^i^£i§r, bV^^TV^iO. 02 

(o. 2mD^p^., ^n\z.x2\^mmw\^fc 0 TktexxfmumwiTkm-rbvv^m 
m&Mx., mm^M^xmmu ^mm^mm^-hv^^xMmu zmu 

~2 : 3) teXTimmfv^byy?^ mrnmm, ?nu*/vj* /v=35 : d ^ 

TifitgSU @ 6^(^^104)41. 4mg(M54%)£#fc 0 
[0479] 'H-NMR (400MHz, CDC1 ) 5 :1. 58 (6H, s) , 2. 07(1H, s) , 3. 92(2H, s 

3 

), 4. 35(2H, s), 6. 98(1H, d, J = 8. 4Hz), 7. 36(lH, s) , 7. 51-7. 53(2 
H, m), 7. 68(1H, s) , 7. 8l(lH, d, J = 8. 4Hz), 8. 24(lH, s) D 

[0480] MS(ESI)m/z:493. 0([M + H] + ) o 
[^»!J48] 

[0481] Dfb88] 




106 P 



[0482] jfit-sm^ %mm47tmmttm^£0&i$Liz o 

[0483] 1 H-NMR(400MHz, CDC1 ) 5 :1. 60(6H, s) , 1. 97(1H, t, J = 5. 5Hz), 
3. 92-3. 93(2H, m) , 3. 98(3H, s) , 4. 35(2H, t, J = 3. 8Hz), 6. 99(1H, 
d, J = 7. 7Hz), 7. 08-7. 10 (2H, m) , 7. 35(1H, s) , 7. 53(1H, d, J = 8. 4 
Hz), 7. 70(1H, d, J = 7. 7Hz), 8. 25(1H, s) G 

[0484] MS(ESl)m/z:489. 1([M+H] + ) D 
[HlJfe0!l49] 

[0485] [>fb89] 
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N ^Crv<^c N ^-v^c, 

r- 1 KIM. r- X HW^// , 



F 3 C 

107 0^,OH 



[0486] ^»j45^^|#^^^j;<9. ^mi03 (139mg) J^*9 g #J$> (>fb^l07) 103 

. 4mg(iR*70%)Sr#feo 
[0487] Rf{e(v-y^^V^V-h,M^^;^^/^):0. 52 Q 
[0488] MS(ESl)m/z:557. l([M + H] + ) 0 

[0489] [>fb90] 

Vf- Vf- 

CI NH 2 CI HN~f U OH 

[0490] mMM45bmW£jfmz£V)^ fb^l05(100mg) it) @ W»Wb^l08)47. 
3mg(M47%)^#fc 0 

[0491] 1 H-NMR(300MHz, CDC1 ) 5 :1. 59 (6H, s) , 2. 09 (1H, brs) , 2. 63 (1H 
, d, J = 5. 2Hz), 3. 60-3. 80(2H, m) , 3. 95-4. 05(1H, m) , 4. 24-4. 3 
6(2H, m), 6. 97(1H, dd, J = 8. 3, 2. 2Hz), 7. 34(1H, s) , 7. 48-7. 52(2 
H, m), 7. 67(1H, d, J = 3. 4Hz), 7. 80(1H, d, J = 8. 5Hz), 8. 20(1H, d, J 
= 2. 2Hz) 0 

[0492] MS(ESl)m/z:523. 0([M + H] + ) o 
[0493] Mb91] 

^v-^c N =Vv^ 

MeO ... NH 2 MeC J HN-f U 0 H 

TFA 110 O^.OH 
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[0494] mMM45£m^ttmz£Q^k&mi09(98mE)£9nft^Uk&V9ll0)48. 6 

mg (1(31*49%) &mc 0 
[0495] 1 H-NMR(300MHz, CDC1 ) 8 :1. 60(6H, s) , 2. 07(1H, t, J = 5. 8Hz) , 

3 

2. 60(1H, d, J = 5. 2Hz), 3. 62-3. 77(2H, m) , 3. 95-4. 02(1H, m) , 3. 
97 (3H, s), 4. 24-4. 36 (2H, m), 6. 99 (1H, dd, J = 8. 5, 2. 5Hz), 7. 00 
-7. 09(2H, m), 7. 34(lH, s), 7. 51 (1H, d, J = 8. 2Hz), 7. 68 (1H, d, J 
= 8. 2Hz), 8. 21(1H, d, J = 2. 5Hz) D 
[0496] MS(ESl)m/z:519. l([M + H] + ) c 

[0497] [>fb92] 



[0498] {b^^Jl03(120m g )^v 5 ^nn^>'(0. 2 3mL) fc?g#PU hy^X^rV (120mg) 
*5J:rm, N-vW/VT^/^y-zKO. 46mL)^nx., ^mfcT2H#Wffi*£U5: 

^b77^~&£xfMM?v^h?^4-~Kxmmu g ^ab^ni)7o. 5 

mg(lK$55%)^#fc 0 
[0499] 1 H — NMR(300MHz, CDC1 ) 5 :1. 61 (6H, s) , 2. 32 (6H, s) , 2. 63 (2H, 1 

, J = 5. 5Hz), 4. 29 (2H, 1, J = 5. 5Hz), 6. 95 (1H, dd, J=10. 4, 1. 3Hz), 

7. 37(1H, s), 7. 49(1H, d, J=10. 4Hz), 7. 83(1H, dd, J=10. 4, 1. 3Hz) 

, 7. 92-7. 99(2H, m) , 8. 26 (1H, d, J = l. 3Hz) 0 
[0500] MS(ESl)m/z:554. 0([M+H] + ) o 

[^»!J53] 
[0501] Dfb93] 




WO 2006/028226 119 PCT/JP2005/016664 




[0502] mmm52tmm^Jfmiz.^. {t&mos (i3o mg ) g ^ ut&mi2) 59. 

lmg(JR«3%)Sr#feo 
[0503] 'H-NMR(300MHz, CDC1 ) 5 :1. 59 (6H, s) , 2. 31 (6H, s) , 2. 63 (2H, t 

3 

, J = 5. 5Hz), 4. 29 (2H, t, J = 5. 5Hz), 6. 94 (1H, dd, J = 8. 5, 2. 5Hz), 7 

. 36(1H, s), 7. 48 7. 51 (2H, m) , 7. 65(1H, d, J=l. 8Hz), 7. 79(1H, d 

, J = 8. 2Hz), 8. 24(1H, d, J = 2. 5Hz) c 
[0504] MS (ESI) m/z:520. l([M + H] + ) 0 

[^iM54] 
[0505] Mb94] 

V4-_ Vf 



113 °-^NMe 2 



[0506] mMim2tmW£jfmz.£<9. {fc^m09(122mg)J;9Bl&^(>fb^ll3)80. 

8mg(»6%)m 
[0507] 'H-NMR(300MHz, CDC1 ) 5 :1. 60 (6H, s) , 2. 31 (6H, s) , 2. 63 (2H, t 

, J = 5. 5Hz), 3. 97(3H, s) , 4. 29(2H, t, J = 5. 5Hz), 6. 95(1H, dd, J = 8. 

5, 2. 5Hz), 7. 06-7. 09(2H, m) , 7. 36 (1H, s) , 7. 49(1H, d, J = 8. 2Hz) 

, 7. 69(1H, d, J = 8. 2Hz), 8. 25(1H, d, J = 2. 5Hz) Q 
[0508] MS(ESl)m/z:516. 2([M+H] + ) C 

[^»>I55] 
[0509] Mk95] 
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[0510] (HIS) 
[0511] Mk96] 




[0512] {b-^^103(50mg)^N, N-i/^^TirhT5K(0. lmL)i«U 

T5V(0. 04mL) ^3j;tFN, N ' -\f^-Boc-^T=-/V\fyV — ;V (46mg) 
2mmmW^fc 0 bV^/VTV^iO. 04mL)$:M^ 30#P^}l#U-c o hvy/^nm 
m(0. 046mL)^Px., lBf PfQjl#Ut 0 N, N ' — — Boc — ify^-AAf^J — ;V 

4- mmmm, ^^-.mm^^^i 0^7 ■. 3) ^xx^mm^^b^^- ( 

SWl,^f>:^f/V=3:l)!^iSU @ mm (fb^H5) 51. 5m 

g(W79%)£#fc 0 
[0513] Rfffi(i/y#<7VK7V- k ®P^^;^^^:^^/V=3:2) :0. 7 0 
[0514] MS(ESl)m/z:702. 9([M + Na] + ) 0 

(Jf§2X@) 
[0515] Dffc97] 
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F3C HN^N., 





CI 



HN Y NH 2 
NH 



[0516] ^^^115(51. 5mg)^nr2^y(0. 15mL) f^§$?U 0°C^XhV^^^ 

mmio. i5mD^nx., mm-x2. 5mmmwv± 0 bvy/^^mmio. osmu 
izxmwku s mm uk&miii) 35. 7m g (W98%)^#/c 0 

[0517] 'H-NMROOOMHz, CDC1 ) 5 :1. 60(6H, s) , 6. 40(1H, s) , 6. 85(1H, 
dd, J = 8. 4, 2. 5Hz), 6. 97(1H, d, J = 2. 5Hz), 7. 52(1H, d, J = 8. 4Hz), 
7. 60(1H, s), 7. 81 (1H, d, J = 8. 2Hz), 7. 95-7. 97(2H, m) , 8. 27(1H, 

s) 0 

[0518] MS(ESI)m/z:481. 2([M + H] + ) 0 

[H»>|56] 
[0519] Mb98] 




[0520] (flXi) 



[0521] Dffc99] 



H 




117 



[0522] ^-^3117(6. 418)^^1^^(38. 5mL) KMMl^, ^y7°ntVVxf-;V7^ 
^(12. 7mL)^^ 0 Sifffl^T, 60X;KX2--7*u^-2-^/U-7°ut°^ 
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E®K6. 08g)(Z)v ? ^-dr^^(38. 5mL)»lTt, 60°CKX2mmMWVti o R 
J&W&TkftiU 5N NaOH(90mL)^Px.60°C^T2R#rffl»b^ o Wfr&, h/V 
xyiaitim zkJB£r>j<^L5N HCl^Px.pH6i:b, ^xf;HctittiLto 

^ti^h^^-(^-y-^-^^/i.)^-CffiMU §6^(^^118)7. 3 

3g(l&*85%)£#fc 0 
[0523] RfgUvy^/KTV— K MW^;^=¥^:g^^^=l:D :0. 69 Q 
[0524] 'H-NMR (400MHz, CDC1 ) 5 :1. 21 (3H, t, J = 7. OHz) , 1. 61 (6H, s) , 

3 

4. 20(2H, q, J = 7. OHz), 4. 27(4H, s) , 4. 61 (1H, s) , 6. 55(2H, d, J = 8. 

3Hz), 7. 03 (4H, br s) , 7. 21 (6H, s) , 7. 62 (2H, d, J = 8. 3Hz) D 
[0525] MS(ESI)m/z:467. l([M + H] + ) G 

(J£2X@) 
[0526] MblOO] 



[0527] >fb^K»118(l. Og)^N, N-v ? ^/V^/V7aT5K(2. 28mL) fc?£fl?U 2-hyy 
/V^-n^/V-4-^y^^>T^— h — <^y^MJ/V (624mg) ^o^t^V^y^nt: 0 
/K^/VT^O. 0794mL)^Px., 100^ ^^B^fit #Uc 0 W&b&fc&Mx. 

, »f;nititim ftmm&Tk&xxFmfa&i&Mz-xmfru m*mt*y 

> - g^^,v) ^TffiHiU g W4£> (^1^3 1 1 9) 442mg (W30%) &#fco 
[0528] 'H-NMR (400MHz, CDC1 ) 5 :1. 62 (6H, s) , 4. 42 (4H, s) , 7. 04-7. 0 

3 

6(4H, m), 7. 25-7. 26 (6H, m) , 7. 43 (2H, d, J = 8. 8Hz), 7. 85 (1H, dd 



H 

EtOOC^N. 



O 




119 
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[0529] 



, J = 8. 2, 2. 0Hz), 7. 96-8. 02(4H, m) 
MS(ESl)m/z:649. l([M+H] + )o 



(I3XH) 



[0530] 



Dfbioi] 



NC 




"S0 2 NBn 2 



NC- 




S0 2 NH 2 



119 



116 



[0531] >ffra-<&119(442mg) ^W(13mL)^Px., ^U^T15^1f #Uc 0 

Mx., mm^M^xmmu mmm&*&£x*mn-&M7kKxm&u m*mm 

^^^-B^fift^/V) t-CftSL, g tfj^ (>ffrg^ll6) 197mg (»62%) 
[0532] 'H-NMR(400MHz, DMSO-d ) d :1. 54(6H, s) , 7. 53(2H, s), 7. 61 ( 

6 

2H, d, J = 8. 4Hz), 8. 01 (2H, d, J = 8. 4Hz) , 8. 10 (1H, d, J = 8. 3Hz), 8. 

31 (1H, s), 8. 41 (1H, d, J = 8. 3Hz) 0 
[0533] MS (ESI) m/ z:469. 1([M + H] + ) D 

[^»!J57] 
[0534] Mkl02] 



[0535] ffl3BM^<D>ffr^l2m, ^^j56Ml~2X@*5«ta«|^Jfe^|22^6X©^^ 
[0536] Mbl03] 



O 




120 



H H 
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121 



[0537] 1 H-NMR(400MHz > CDC1 ) 5 :1. 58 (6H, s) , 4. 73 (2H, s) , 6. 62 (1H, 

3 

d, J = 8. 4Hz), 7. 35(1H, dd, J = 8. 4, 2. 6Hz), 7. 83(1H, dd, J = 8. 2, 2. 

OHz), 7. 93-8. 01 (3H, m) 0 
[0538] MS(ESl)m/z:406. 2([M + H] + ) Q 
[0539] DffclM] 




[0540] >fb^|fcl21(150mg)Sr^^^(3. 7mL) fc|£fl?U M^^vVT^(0. 515 
mL)^Px.fd 0 0°C^£PU hy*^V(110mg)^Px., 0°C^T10^^^#L 
It, N, N— ^^/V^W^T^(0. 406mL)^Px. > ffi#Lfc#£>KJ&$S«r^ 

p**/— /V) -^ffijgJU g #J#f (ik&mi20) 29mg (451*15%) £r#fc„ 
[0541] 'H-NMR (400MHz, CDC1 ) 5 :1. 60 (6H, s) , 2. 30 (6H, s) , 2. 53 (2H, t 

3 

, J = 6. 2Hz), 3. 46-3. 48 (2H, m) , 7. 02(1H, br s) , 7. 53(1H, dd, J = 8 

. 8, 2. 6Hz), 7. 83 (1H, dd, J = 8. 2, 1. 7Hz), 7. 95 (1H, d, J=l. 7Hz), 7 

. 99(1H, d, J = 8. 2Hz), 8. 15(1H, d, J = 2. 6Hz) Q 
[0542] JfciS, 6 7. 26#j£<D^tm4vWMDt°— ^kHH5K>t°— ^^l*otV^ 0 
[0543] MS(ESl)m/z:520. 1([M + H] + ) Q 

[^»J58] 
[0544] [^ 105] 
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°-0- 

F 3 C 



KVs o 



122 



H 



[0545] mMM57tmmftJrmz£.*). it&m2i (isomg) g mm uk&m2Z) 51 

mg(W26%)^#fc 0 
[0546] 'H-NMR (400MHz, CDC1 ) 5 :1. 60(6H, s) , 2. 32(6H, s) , 2. 64(2H, t 
, J = 5. 5Hz), 4. 32(2H, t, J = 5. 5Hz), 7. 63 (1H, dd, J = 8. 8, 2. 6Hz) , 7 
. 69(1H, s), 7. 84(1H, dd, J = 8. 2, 1. 6Hz) , 7. 95(1H, d, J = l. 6Hz), 7 
. 99(1H, d, J = 8. 2Hz), 8. 17(1H, d, J = 8. 8Hz) , 8. 20(1H, d, J = 2. 6Hz 

)o 

[0547] MS (ESI) m/ z : 520. 9([M + H] + ) 0 

[^»!J59] 
[0548] Mkl06] 




123 H H 



[0549] (IlX© 
[0550] Mbl07] 



o o 
c _^V N V- nc^Vn^ 

121 124 H 



[0551] i\&mi21 (150mg)^h9tKn^V(l. 85mL) fc$gft?U 0°C\Z.X\?V vV(0 
. 039mL) ^ i Won^^7x^ (0. 06mL) £r#P;?u ^U^T2R#F 3 11f #Lfc 0 
H^^^^/V^PX..IS^^^^-hy'7^^, IN HCLjSitffl&ft! 
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01. 6mg (1^*77%) 

Rf{g(^y#y/K7V-k MP^M&;^1^:^i n i^vV=2:3) :0. 78 G 
[0552] 'H-NMR (400MHz, CDC1 ) 5 :1. 59 (6H, s) , 7. 21 (2H, d,J = 7. 7Hz), 
7. 29-7. 30(1H, m), 7. 43-7. 45(2H, m) , 7. 68(1H, dd, J = 8. 8, 2. 6 
Hz), 7. 83(1H, dd, J = 8. 1, 1. 8Hz), 7. 95(lH, d, J = l. 8Hz), 7. 99(1H 
, d, J = 8. 1Hz), 8. 22(1H, d, J = 8. 8Hz), 8. 29(1H, d, J = 2. 6Hz) , 8. 40 
(1H, s) 0 

[0553] MS(ESl)m/z:526. l([M + H] + ) D 

(i§2X@) 
[0554] Mbl08] 




[0555] fb^l24(20mg)^v J ^nn^V(0. 6mL) ld?£$?U ^/SVTV^iO. 004 
6mL)*3J:Wyx^7^y(0. 0106mL)^Px.. ^tU^T««#b/c 0 ^tl^ 
fSM'J^ ^^#/124(60mg)^v 5 ^nn^^(l. 8mL) fc$g#U /VT^V( 
0. 0413mL)*5j;U?MJ^7VT5V(0. 095mL)Sr^D^L, ^?U^T2IJ#rM#Uc 

5N HCl*3j;U?ia^P^^7K^^by>7^7K^^T^#-L, H*«^^v'7^ 

m^-fV) -CMiU B lft$J Uk&®123) 54. 8m g 0Dt*73%) Sr#fCo 
[0556] R£fg(v^y^^^-h,MP^^;g^^/V):0. 32 0 

[0557] 'H-NMR(CDCl) 5 :1. 60(6H, s) , 2. 80(1H, s) , 3. 59(2H, dd, J = 5. 1 

3 

, 10. 2Hz), 3. 85 (2H, dd, J=4. 9, 9. 8Hz), 6. 97(1H, d, J = 8. 8Hz) , 7. 
56 (1H, dd, J = 8. 8, 2. 6Hz), 7. 84(1H, d, J = 8. 1Hz) , 7. 96(1H, s) , 7. 
99 (1H, d, J = 8. 1Hz), 8. 16(1H, d, J = 2. 6Hz), 8. 36(1H, s) , 9. 41 (1H 
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, s), 

[0558] MS(ESl)m/z:493. l([M+H] + )o 



immmeoi 



[0559] Dfbl09] 



NC- 




NC- 




124 



H 



125 



H 



[0560] mnim9n2x.ntmmteJjmz.£<o. fl^&i24(70mgU9 n&)VoUk-&m2 

5) 43mg 0(2*65%) £r#7t 0 
[0561] Rf<B(^y;&^K7V— K ®BB*jK;ftBft^/V) :0. 49 G 
[0562] MS (ESI) m/ z:494. l([M + H] + ) Q 

[HJfe0361] 
[0563] [^ 110] 



O 




126 



[0564] (III© 



[0565] [{bill] 




O 



NC 




127 



11 



[0566] ft^lKl. 5g) $5£X$2 4 — fy^^>T^— h-^^—HJMl. 9 

g)SrN, N-v^^/VTi?hT5K(5mL)^#$U microwaveSJ^S©^"C160°C^ 
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U 7^a*WPv^?7>f- ; ^f"^ : g^fift^/v = 1:0-2:3 

i\&ty!27)l. 12g(lR*51%)^#fc 0 
[0567] RffgOy^/K/V-K SH§l;^fy:SiS|xf;i,= l:l) :0. 21„ 
[0568] MS(ESl)m/z:470. 0([M + H] + ) o 

(i§2X@) 
[0569] [>fb 112] 




128 



[0570] fb^*127(l. 12g)^> ? ^-drf-^(lOmL)^^$^ N M^(3mL)^PX.100 
°C^T2P#^if#bfCo KJ«£0 o C^:fePU 2N NaOH^P^lpH^lO^U 
g^^/MiTttffiUho ^PHIS«r$ft*tU ^^S^nfcfco tirmufc@#:£r£& 
U fe^^34<D&£^655. 5mg£r#fc„ £&t££?fc«r$**BL^ *cV-y&M%.X 
iSrmvrzMW-^m^ fb^l34<W|fi£j&»320. 6mg*#t, Mfe^#l32 
0. 6mg&h/Ka^t;:*g#U ^nn=¥^4-^hn^^/V(250mg)^Px., 110°C 

(>ffrg*$Jl28)326. 4mg^#fc„ 
[0571] Rf#U^y#y/K7V— K MMr^PP^^:^/- /V=10:l) :0. 41 c 
[0572] MS(ESl)m/z:593. 1([M + H] + ) Q 

(!3Xg) 
[0573] Mbll3] 
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NC 





128 



126 



[0574] ^^128(97mg)^> ? ^nn^^^(0. 17mL) fcSS$B§ii\ N, N-v^/V^ 

y^^y^^h^y^—^xx^mm^^h^yy^—Kxmmu a 

^126)31. 3mg (42^43%) Sr#^o 
[0575] Rf#^y;&$VK7V— K ^pp^y : ^/- /V=10:l) :0. 22 Q 
[0576] 'H-NMR(300MHz, CDC1 ) 8 :1. 60 (6H, s) , 2. 38 (6H, s) , 2. 61 (2H, s 

3 

), 3. 46(2H, s), 7. 12(1H, dd, J = 8. 2, 1. 9Hz), 7. 53(lH, dd, J = 8. 4, 2 

. 1Hz), 7. 59(1H, d, J=l. 6Hz), 7. 70(lH, d, J=l. 9Hz), 7. 79(lH, d, 

J = 8. 5Hz), 7. 83(1H, d, J = 8. 5Hz) c 
[0577] MS(ESl)m/z:542. 0([M + H] + ) o 

[^»J62] 
[0578] DffclU] 



[0579] ^^128(102. 7mg)^nn^v(0. 1 7mL) Kl®5$®&i§\ 2, 2-vW/V 
-1, 3-my7>-4-WW^/(0. 448mL)£rMTU ^^T2. 5 

mfcmmistz-o nhKtzmm^v^vny^^o. 2mD iz3$#u 6 

N HC1(0. 4mL)^Px., ^SJCT2. 5B#^}f #Lfc 0 i&fP^Sbk^^MJ^A* 



NC- 





'TY%°N->-OH 
H H OH 



128 



129 
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= 1 : 0-4 : 1) X-mUU § Wb^l29) 51mg (l&*54%) ^%fc 0 
[0580] RffgOy^V^V— K v^mp^^:^/— /V=10: 1) :0. 32 G 
[0581] MS(ESl)m/z:545. 0([M+H] + ) o 

[0582] Dfbll5] 



[0583] mmwmim3iiutmw^m^xv). 4t&m28 (97 mg ) @ mm ut&m3 

0)35. 3mg (1(2^42%) Sr#^i 0 
[0584] RffgCv-U^/KTV— k ^nn^^y:^y- /V=10:l) :0. 35 0 
[0585] MS(ESI)m/z:515. l([M + H] + ) 0 

[^»!J64] 
[0586] Dfbll6] 



a; 



[0587] ^Wfj61^3X©^[Rl#^^^i;f9. {b^5l28 (97mg) J^«9 B #J<& (>ffr^l3 
1)55. 4mg 01X^62%) £#fc 0 

RftfI(^y#^VK/W— k ^nn^y : ^/-/V=10:l) :0. 31 Q 
[0588] 'H-NMROOOMHz, CDC1 ) 5 :1. 60 (6H, s) , 2. 36 (6H, s), 2. 71 (2H, t 

, J = 5. 5Hz), 4. 43(2H, t, J = 5. 5Hz), 7. 12(1H, dd, J = 8. 3, 1. 9Hz) , 7 

. 53(1H, dd, J = 8. 3, 1. 9Hz), 7. 66(1H, d,J=l. 9Hz) , 7. 71 (1H, d, J = 

1. 9Hz), 7. 80 (2H, d, J = 8. 3Hz) c 
[0589] MS(ESl)m/z:543. 0([M+H] + ) o 
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[0590] Hkw] 



ra^oO - ' 



128 



[0591] ft^i^l28(102mg)^v ? ^nn^>-(0. 17mL) 2, 2-vWvV-l 

, 3 -v^^ry^V -4 --17W^7— 7V(0. 45mL) ^^XJbV^/^TV^ (0. 048m 
U^MTU ^jaicri. 5lMlf#L/c 0 tK^JP^, ^nn^yiaitUU « 

7>(0. 2mL)l«U6N HC1(0. 6mL)^Pi, 5H#fM#L/-c 0 
2N NaOHSriPt, ^nn^^y|:ti[UL, M«^»^hy^A^T^)|U 

^y-^=l:0~9:l)tfSU g^Wb^l32)55. 3mg (IR^5 9%) ^#fc 

[0592] RfffiC^UTJ^/VyV— K ^nn^y : ^;- /V = 10:l) :0. 22 0 
[0593] MS(ESI)m/z:546. 2([M + H] + )o 

[0594] [^ 11 8] 

o o 

128 133 

[0595] f^^l28(100mg)^v ? ^C2n^^^(0. 17mL) ^fi§»it. ^.=f-V^y*y^—;V 
(0. 189mL)*3j;t»y^/VT5^(0. 047mL)£rMTU ^M^T30^fM#L 

-l:0~9:l)-CiSU g 6^(^1^133) 56. 6mg (4X^71%) Sr#fc 0 
[0596] 'H-NMROOOMHz, CDC1 ) 5 :1. 62 (6H, s) , 1. 96 (1H, s) , 3. 92-3. 9 

3 

9(2H, br m), 4. 45-4. 50 (2H, m), 7. 21 (1H, dd, J = 8. 2, 1. 9Hz), 7. 5 
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3(1H, dd, J = 8. 2, 1. 9Hz), 7. 70(1H, d, J=l. 9Hz), 7. 81 (1H, d, J = 8. 
2Hz), 7. 87(1H, s), 7. 94 (1H, d, J = 8. 2Hz), 10. 65(1H, brs) . 
MS(ESl)m/z:516. l([M+H] + )o 

[0597] Dfbll8-1] 




[0598] ^b^l03(50mg)^^nn^^^^b, hl/^/KT^CO. 04mL)£5j;lM 
-^nn-4-^y@S^^/K0. 018mL)^Dx., ^fi^T2B#^if #Lfc G hy 
^/KT^(0. 04mL)Srin*.2^M«£#Lfeo 4-^nn-4-^ygSBM^(0 

. oi8mD^nx.. mmzximmmwistio ^nn^^ycritiiu 

f«IWthy!?i.tt^iU ^iSU ^ffi$g*SU ^^135(Dfe^^68 
. 8mgSr#feo r(Da^^65mg^0°C^"C7NT^«T/ / y^y— ^(2mL)^ 

-*3i^jg^n^h^^— e»SL, S^(>fb^l36)32. 3mgSr#fc 0 
[0599] RfffiCv^yTJ^yV— K *?9mW*\*9S— /1^=10:1) :0. 24 Q 
[0600] MS(ESI)m/z:538. 0([M + H] + ) o 

[0601] Mbll9] 
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NC— ^ V-N 



CI s \[J 

137 ^ 



[0602] (ill® 
[0603] [1^120] 



o p 

02Nv^ %s Js', 



I 



[0604] >fb#®J137(2. 03g)Srg^Bft3i^/V(10mL)*3J:tm, N- v^^/VzJvVAT^K (2 

UhHft^&U *^^bT@^(^^)138)2. 37g(lR*92%)Sr#7bo 
[0605] Rf{fi(v'y#^7K7V— K -~^rU-V:g^:^/k=l :2) :0. 29 0 
[0606] 'H-NMR (400MHz, CDC1 ) 5 :3. 04 (3H, s) , 3. 21 (3H, s) , 7. 68 (1H, t 

, J = 8. 1Hz), 8. 18(1H, s), 8. 26(1H, d,J = 8. 1Hz), 8. 37(1H, d,J = 8. 

1Hz), 8. 71 (1H, s) 0 
[0607] MS(ESl)m/z:258. l([M + H] + ) 0 

(H2X@) 
[0608] Mbl21] 
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[0609] fls£^138(l. 18g)Sr^/— /V(50mL)*3«ttJ«7 i h7tKi377^(15mL)^«? 
U 10%Pd/C(108mg)Sr*P^, 7K*#ffl^T^^T^«#b^ 0 ^Tte 
DMitliU ^S^MbT g (fl^#>139) 1 . 02g (Jfc^98%) 

[0610] Rffg(^y^^Vv^V— K ^f-^:@^P^^^/V=l:2) :0. 097 o 

[0611] 'H-NMR (400MHz, CDC1 ) 5 :3. 03(3H, d, J = 2. 2Hz), 3. 13(3H, d, J 

3 

= 2. 6Hz), 3. 86(2H, s) , 6. 77-6. 80(lH, m) , 7. 22-7. 26(3H, m) , 8 
. 11(1H, s) 0 
(!3Xg) 
[0612] [>fbl22] 

q p 

139 

[0613] fb^l39(250mg)^J;U?2-yu^-2-^7Vynt 0 ^->'m(185mg)^v ; ^- 
dri^Xl. lmDf^U -Myyn\f/V^/VT^{.0. 385mL) ^Px.70 o Ci- 

x2^mmwufco 6n hci^px., mm^M^xmm^io mmm&m 

n^h^7^-7?|tMb, g Wb-a^»140) 275. 5mg (JR*77%) £#fc 0 
[0614] RffgCi/y^y/V^W— h ^^:g^Mft^/V=l:l) :0. 079 o 
[0615] MS(ESl)m/z:328. 0([M + H] + ) o 

(!4Xg) 
[0616] Dfbl23] 



H Op 
MeOOC^. N ^w-Sl . 



140 
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~ x "Y^r* 9 ^ Hc-J~\-fTT- op 



CI 



XT 



[0617] mmmi5m3^Mtmm^m^^. ^^i4o(327m g ) x<o g mwut&m 

41) 322. 3mg (W80%) £#fc 0 
[0618] RfffiC^y^Vl^V— K ^-^>:g^|^3i^ix= 1 : 1) :0. 24 0 
[0619] MS (ESI) m/z:490. l([M + H] + ) G 

[0620] Mb 124] 



[0621] {bfV#/14l(222. 3mg)^y-/KO. 3mL)WU4NM(0. 3mL)£r 

an*., 9o°c^T5tJ#^it#bfco y^m^crv^^mm^Mx.. ^nn^ 

fi?U 4. 5N«(0. 2mL)^0x.. 90°CKX1. 5B#f!fl}f #b/c 0 ftftl, *&>ffc 
^hy>^^?g^PX., ^nn^y|:ttttill 4 #*M£MMItU 79y'>a 

78mg (W39%) £#/c Q 

[0622] 'H-NMROOOMHz, CDC1 ) 5 :1. 60(6H, s) , 4. 92(2H, s) , 7. 48-7. 5 
4(2H, m), 7. 67(1H, d, J=l. 9Hz), 7. 71 (1H, t, J = 7. 9Hz), 7. 81 (1H, 
d, J = 8. 2Hz), 7. 89 (1H, t, J=l. 9Hz) , 8. 06 (1H, dt, J = 7. 9, 1. 9Hz) D 

[0623] MS(ESl)m/z:435. 0([M+H] + ) o 

[0624] [^ 125] 



WO 2006/028226 



136 



PCT/JP2005/016664 




H 



[0625] MmwM<Dit^mi43n^ mmm56mi-2Jin^xummim2m6r.ntmm 

[0626] Dffc;l26] 



o 




[0627] 'H-NMR(400MHz, DMSO-d ) 8 :1. 50 (6H, s) , 6. 37 (2H, s) , 6. 58 ( 

6 

1H, d, J = 8. 8Hz), 7. 37(1H, dd, J = 8. 8, 2. 6Hz), 7. 75(1H, dd, J = 8. 2 
, 1. 8Hz), 7. 88(1H, d, J = 2. 6Hz), 8. 05(1H, d, J=l. 8Hz) , 8. 21(1H, 
d, J = 8. 2Hz) 0 

[0628] MS(ESl)m/z:372. l([M + H] + ) 0 

[0629] Mbl27] 




[0630] {^#/143(150m g )^v ? ^-^^(15mL)t^fi?bhy^/VT5^(0. 558mL) 

fc^sWA-r^/^/— Mo. soimU^nx., ^m^tio^f^^u/co 



WO 2006/028226 



137 



PCT/JP2005/016664 



&mmm mm^^= 1 : o~o : d Hfsxxmm^^h^^ 
— mmwm^vu^i/:^ su= 15:1) -emmu @ 6^(^^/142)50 

mg0Dl*26%)£#fc o 
[0631] 'H-NMR (400MHz, DMSO-d g ) 8 :1. 51 (6H, s) , 2. 20(6H, s) , 2. 52( 
2H, t, J = 5. 9Hz), 4. 22(2H, t, J = 5. 9Hz), 7. 73(1H, dd, J = 8. 4, 1. 8H 
z), 7. 80(1H, dd, J = 9. 0, 2. 6Hz), 8. 00(1H, d, J = 9. OHz) , 8. 03 (1H, d 
, J=l. 8Hz), 8. 19(1H, d, J = 8. 4Hz) , 8. 26(lH, d, J = 2. 6Hz), 10. 48 ( 
1H, s) 0 

[0632] MS(ESl)m/z:487. l([M + H] + ) D 

[2£6fe0!J7O] 
[0633] Dfbl28] 

N^N^OPh ^N^N^O-^r OH 

124 H 144 H ^ H 

[0634] >ffrfr^l24(75mg)*3J;TJ*2, 2-vW/V-l, 3-i?tty^-4-<4A>**S 
— MO. 106mL)Sr^l3n^>'(l. 5mL) IC^^U HJa^A-T^CO. 12mL) 

tKP77y(2mL) fcS&fcU 6N HCl(lmL) &Mx., ^^TlH#rM#Uc 0 H 

4) 40mg (HX^53%) £#fc 0 
[0635] 'H-NMR (400MHz, CDC1 ) 5 :1. 60 (6H, s) , 2. 14 (1H, s) , 2. 65 (1H, 
d, J=4. 4Hz), 3. 65 3. 79 (2H, m) , 4. 01 4. 04(1H, m) , 4. 34(2H, dd 
d, J = 21. 7, 11. 6, 5. 2Hz), 7. 66(1H, dd,J = 8. 9, 2. 3Hz) , 7. 85(1H, d 
d, J = 8. 1, 1. 8Hz), 7. 96(1H, d, J=l. 8Hz) , 7. 99(1H, d,J = 8. 1Hz) , 8 
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. 12(1H, s), 8. 17(1H, d, J = 8. 9Hz), 8. 26 (1H, d,J = 2. 3Hz) 
[0636] MS(ESl)m/z:524. 0([M+H] + ) o 

[0637] [>fbl29] 




[0638] (IlXg) 
[0639] Mtll30] 




[0640] >ffrfr$J145(3. 08g)^v ? ^nn^^(90mL){^A|U ?R (lOOmL) 3oJ;tJ^^ 
^yr>A(3. 08g)^Dx.,{^#)146(2. 48mL)£rO°C^TMTU ^Hl^TMt 

= l:0~3:l)-eftffiU B #^(^^147)5. 31g (HX*87%) £r#fc„ 
[0641] Rf4i6(->y#>?VK7V— ^^^:g^^^/V = 2:l) :0. 55 Q 
[0642] 1 H-NMR(400MHz, CDC1 ) 5 :2. 05(6H, s) , 7. 51 (1H, dd, J = 8. 5, 1. 

3 

9Hz), 7. 64(1H, d, J = 8. 5Hz), 7. 92(1H, d, J = l. 9Hz), 8. 61(1H, s) G 
[0643] [^131] 
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[0644] fb^l47(10. 0gMf^%148(5. 72g) *5 i^^^hy^ (60% in oi 

#ut 0 En&m&oxiKftiMu *.mk-rhv?M6o% in on, 7. 96 g )^nx.,^ 

^149(13. 76mL)^lTLt 0 0°C^-C10^f^ &UteX30&mffiftL.tio St 
JCS^Srt-^/M^^— ^/V-C^U. 0°C fcft^Lfct&f nikteT^^A* 

@ $1® (fb^l50) 3. 22g(M22%)£#fc 0 
[0645] RffiKi/y^^V^V— ^^:@^^^/V = 2: 1) :0. 39 0 
[0646] 'H-NMR (400MHz, CDCO 6 :1. 62 (6H, s) , 7. 48-7. 53 (2H, m) , 7. 

66(1H, s), 7. 75(1H, d, J = 8. 4Hz), 7. 83(1H, d, J = 8. 4Hz), 7. 90(1H 

, d, J = l. lHz) c 

(Jg3X@) 
[0647] [>fb 132] 




[0648] ^^150(3. 22g) ^/-;K60mL) fci£fl¥U f^(4. 13g) ^mgi&gg 

Jc^-mm^M-emmu a ^(^^151)2. 34g(^78%)m 0 



WO 2006/028226 140 PCT/JP2005/016664 

[0649] Rffg(^y^7^V^V— K ^^-Mm^^= 1 : 1) :0. 55 G 

[0650] 'H-NMR (400MHz, CDC1 ) 5 :1. 57(6H, s) , 4. 24(2H, s) , 6. 60(1H, 

3 

dd, J = 8. 3, 2. 3Hz), 6. 67(lH, d, J = 2. 3Hz), 7. 39(1H, d, J = 8. 3Hz), 
7. 51(1H, dd, J = 8. 2, 1. 9Hz) , 7. 67(lH, d, J=l. 9Hz), 7. 80(1H, d, J 
= 8. 2Hz) 0 
(I4X© 
[0651] Dfbl33] 




[0652] hU^^V(194mg) ^PP^y(2mL) fcfgfl?U Otllt^Wn^x 
^vKT^(0. 086mL)*5j;W^^151(80mg)(D^nn^^^^Px., 0°C 
fc-C5#Hfl, gfit£T20#|IOIfc#Ufco £CJ«£0 o C^2;PU 1- (2-tKn^rV 
^^/V)t°ay^V(0. 648mL)^Px., ^a^Tl^it #Ut G *«S&n*., 

-^h^^-X-mmU g Wk^l66) 52mg (J|X*48%) £#fc 0 
[0653] Rfffi(^y7J^V^V— K *??uuWy.*?;~- /V = 20:l) :0. 28 D 
[0654] 'H-NMR (400MHz, CDC1 ) 5 :1. 60(6H, s) , 1. 83(4H, br s) , 2. 60(4 

3 

H, br s), 2. 82(2H, t, J = 5. 6Hz) , 4. 33(2H, t, J = 5. 6Hz) , 6. 95(1H, d 
d, J = 8. 6, 2. 4Hz), 7. 39(1H, s) , 7. 51 (2H, d, J = 8. 4Hz) , 7. 68(1H, d 
, J=l. 8Hz), 7. 81 (1H, d, J = 8. 4Hz) , 8. 26(1H, d, J = l. 8Hz) Q 

[0655] MS(ESl)m/z:546. 1([M + H] + ) Q 
[^Jfe{^72] 

[0656] [>fb 134] 



WO 2006/028226 



141 



PCT/JP2005/016664 



167 Cl 



[0657] mMM7itmmttmz3:*)&f£i,tio 

[0658] RffBC^y^^VV^V— K WxraWy.tt/— ;V = 20: 1) :0. 27 Q 
[0659] 'H-NMR (400MHz, CDCO 5 :1. 06 (6H, t, J = 7. 1Hz) , 1. 60(6H, s), 
2. 62(4H, q, J = 7. 1Hz), 2. 76(2H, t, J = 5. 9Hz), 4. 27(2H, t, J = 5. 9H 
z), 6. 95(1H, dd, J = 8. 4, 2. 2Hz), 7. 33(1H, s) , 7. 49-7. 53(2H, m) , 
7. 68(1H, d, J=l. 8Hz), 7. 81(1H, d, J = 8. 4Hz), 8. 26(1H, d, J = l. 8H 
z)„ 

[0660] MS(ESI)m/z:548. 0([M + H] + ) o 

[^»!l73] 
[0661] Mkl35] 



O 




[0662] HJg^jyi^^^fe^^^bfCo 

[0663] RffBCv^y^^V^^— — ^V:g^^^7V = 2:3) :0. 14 Q 

[0664] 1 H-NMR(400MHz, CDC1 ) 5 :1. 60(6H, s) , 2. 52-2. 54(4H, br m) , 

3 

2. 70(2H, t, J = 5. 6Hz), 3. 74(4H, t, J = 4. 8Hz), 4. 33(2H, t, J = 5. 6H 
z), 6. 97(1H, dd, J = 8. 0, 2. 1Hz), 7. 33(1H, s) , 7. 49-7. 54(2H, m) , 
7. 68(1H, d, J=l. 8Hz), 7. 81 (1H, d, J = 8. 1Hz), 8. 25(1H, s) G 
[0665] MS(ESI)m/z:562. 1([M+H] + ) Q 
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[0666] [>fb 136] 



170 



[0667] (flXi) 
[0668] [{bl37] 



134 



[0669] >fb"^J&134(100mg)£:N, N-e^vKT-fe^KCO. 234mL) {£?§#?U N, N' 
-«-Boc-^T^/Vt 0 yy^— /V(225mg)*3«tU J hy7/V2j-og^^(0. 054mL) 

Srin^., mmzximmm&uto tsbKhvy/^vffimio. 054mL) Srip^?a 

^-/V = 1 :0~2: l)Ti*$JU i Mb^l69) 34mg (JR*22%) £#fc 0 
[0670] RlfB(^y^;y/^V— h,^C2n/}>/^:^y— 7^=19:1) :0. 91 Q 
[0671] MS(ESl)m/z:670. 2([M + H] + )o 

[0672] [>fbl38] 



[0673] ^«(j55i§2X@^#^?£^J;<9. ^^170Sr^Lfc„ 
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[0674] RffjSCiyy^y/^W— k ^^-M^k^/V= 1 : 1) :0. 11 G 
[0675] MS(ESl)m/z:470. 0([M+H] + ) o 

[0676] Dfbl39] 



S0 2 NH 2 



[0677] mmm68M4Jin&£xjzM5x.ntmmttmz.£v, @ ut&mni)^ 

[0678] RffgC^y^^rVvyw—h, v^ynnyy^:^/— 7^ = 20:1) :0. 38 Q 
[0679] MS (ESI)!!!/ z:469. l([M + H] + ) 0 

[0680] Mkl40] 

o o 

[0681] ^^171(80mg)^ynny^(3. 5mL) f^jfU MzRgl^KO. 0484mL) 
^IFMJ^/KT^CO. 0714mL)^Px., ^i&^T16^M^Lfc„ xK^Px., 

«tU 77y^7^^nvb^77^- (^nn^y-^y-;>)-eiHL, gift 

mttk&mi74)e>7. 3mg(I|»77%)£Wc 0 
[0682] RffjiOy^'TVKTV— k VPxixiWs'.WS— /V = 20: 1) :0. 33 Q 
[0683] 'H-NMR (400MHz, CDC1 ) 5 :1. 64 (6H, s) , 2. 09 (3H, s) , 7. 63 (1H, 

d, J = 8. 1Hz), 7. 75 (1H, t, J = 8. 1Hz) , 7. 84(1H, d, J = 8. 1Hz) , 7. 96- 
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8. 01 (3H, m), 8. 12(1H, s) , 8. 18(1H, d, J = 8. 1Hz) 
[0684] MS(ESl)m/z:511. l([M+H] + )o 

[0685] DffcUl] 




[0686] MJ^^V (240mg) ^nn^y(lmL) fc?8$¥U <fC\Z.X*My*zfv\f;V^ 
^/>TV^(0. 09mL)^oiW^^)15l(80mg)(7)v ? ^nti^^(l. 5mL)^^§r 

Mz., &mzx20frfflffln,it o %.foW&ox:K%mu (-)-2, 

t 0 y-7=V-D-^Wh— /V(990mg)*Dj;U?hy^/VT^(0. 68mL)^Px., ^ 
^gflSfem^vi, = 7:3-1:1) ttSUM 1 75£#fc G ^Sr^h^t Kn 7 5^ (0 

mm^M^xmmu ^mm^mm^vv^^xm^ zmu m&mu m 
m^^h^y^—xmmu &mmu\&y>n76)44. 4m g 0^33%) ^mc 0 

[0687] RffjtOy^/KTV— Ki??vv*#>:**S— /W=10:l):0. 35 G 
[0688] MS(ESl)m/z:552. 9([M + H] + )o 

[^Jfef^78] 
[0689] [>fbl42] 
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[0690] *fc&wtemmffl77kmmttmiz£V)&i8,£titc 0 

[0691] RffgCv-U^VV^l/— k ^no^y : ^/- /V=10:l):0. 35 Q 
[0692] MS(ESI)m/z:575. 0([M + Na] + ) o 

[^«!J79] 
[0693] [>fbl43] 




[0694] hy^-yV (240mg) ^DD^y (O. 5mL) l£$g#PU 0°C [:T^y^Pt> 

iP^L, &m.foX30ftmfflftV1to R^m^O°Cl^MU ^9x.V*Vb—M673 
mg) £5 XJl-My^n ^/V^/VT^y (O. 86mL) ©^nn^y(lmL) 

^i/^*7j*7v^b?774-&£Tfwm7v^h?974—xmmu g 

#1178)25. 7mg(JjX^18%)Sr#7to 
[0695] RffgCv^y/KTV— k WmWs'.WS— /V=10:l) :0. 18„ 
[0696] MS(ESI)m/z:567. 0([M + H] + ) o 

[H»!J80] 
[0697] [^144] 
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NC 




'OH 



[0698] 



[0699] 



RffBCi/y^^V^V— K ^nn*;^:^^- /V=20:l) :0. 22 Q 



[0700] 



'H-NMR (400MHz, CDCO 5 :1. 62 (6H, s) , 1. 81 (1H, t, J = 5. 7Hz), 



1. 92-1. 98 (2H, m), 3. 75-3. 79 (2H, m) , 4. 38 (2H, t, J = 6. OHz) , 6. 

98(1H, dd, J = 8. 5, 2. 4Hz), 7. 28(1H, s) , 7. 53(1H, d, J = 8. 5Hz) , 7. 

84(1H, dd, J = 8. 4, 1. 7Hz), 7. 96(1H, d,J=l. 7Hz), 7. 99(1H, d,J = 8 

. 4Hz), 8. 25(1H, s) 0 
[0701] MS(ESI)m/ z:541. l([M + H] + ) 0 

[^»!I81] 
[0702] Dft;l45] 



[0703] {b^^/151 (200mg)^v J ^/V*/^T^K(5mL) fC?§^U 4N^M(0. 123m 
L)^J;^hy^^>T^K(89mg)^0^, ^^«H^iT40 o C^T2H#r H m#b 
fc c 4Ni&^(0. 246mL)*3j;WMJ^^>T^K(89mg)^Px.. 

»ffl^T40°Ct-T2l3#P E gjt#b^ o Wtift^4NmM(.0. 246mL)*3J:WM;^ 
S^T^K (89mg)^JPx.. ^m#ffl^T40°C^T«m#L.fc o 4Ni£ 
^(0. 246mL)*3j;lF^-hy^^> ? v'T^K(89m g )^Px., ^^#H^T40°C^T 

vu^w??^ mmmrn ; ^u-v : @^^/v= 1 : o~ 1 : 3) ^xxmm^^r 



o 



o 
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) 50mg (1(51*22%) £r#fc 0 
[0704] RffgC^y^^Vv^V— k ^df^:@^et^/^=l:2) :0. 23 G 
[0705] MS(ESl)m/z:471. 9([M + H] + )o 

[^*M82] 
[0706] [>fbl46] 




[0707] f^#ll51(20mg)^> ? ^na^V(0. 04mL) ^jSjfU MJ^/KT^(0. 00 
57mL)^Px.7t 0 RJSSOT^ML, M*hy:7/^P^V^*V||K0. 016 
mD^jfTL, 10^PM#U?c o BcJ^^^O. IN NaOH^tl^., -^nn^y|: 

(^on^i^y^/V^ 10: 1) t?J|t$!iL, S ftjife OftS-^181) ©MJm^/V 

T^V^<Di^^LT7. 4mg^#/c 0 
[0708] 'H-NMR(300MHz, CDC1 ) 5 :1. 29(9H, t, J = 7. 3Hz) , 3. 13(6H, q, J 

= 7. 3Hz), 6. 90(1H, dd, J = 8. 4, 2. 3Hz) , 7. 45-7. 51 (3H, m) , 7. 67( 

1H, d, J = l. 6Hz), 7. 79(1H, d, J = 8. 5Hz) 0 
[0709] MS(ESl)m/z:537. 0([M + H] + ) o 

[0710] Dfbl47] 
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,CONH 2 



NC 



184 




J_ If AjcONH 2 



[0711] 



(HI© 



[0712] 



Mbl48] 



NC- 




NC 



CI 




O NHBoc 

*CI 



,^ 1T --YCOOBn 



[0713] Boc-Asp-OBzl(180mg)^v ? ^tici^>'(lmL) {£$gfl?U vVy^ntW^ 
/KT5>-(0. 193mL)^Px.fc 0 0°C^i££PU m^Or—fr (0. 0365mL)£MT 
U 0°C^X5^mmWVfc o ^^151(150mg)^Px.. OT^TlO^fTO #L7c 

77r>^7A^^F^77^r«, @ ^#3 (^#3182) 70. lmg( 

1R^27%) Sr#fc 0 
[0714] RffilCi/y^^VV^— — ^V:g^^^/V=l:l) :0. 60 o 
[0715] MS (ESI) m/z:732. 0([M + Na] + ) o 

(Sg2X@) 
[0716] Dfbl49] 
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O NH 2 



NC- 



< 



C ' 18 S 4 ^0,° 



[0717] ^m82(lmg)£7NT>^r~T ^y—^m^i^MU ^W^K 70°C^T2 

[0718] it&mA; 

RT:16. 838min 0 
[0719] MS(ESI)m/z:519. 1([M + H] + ) D 
[0720] it&mB; 

RT:17. 278min 0 
[0721] MS(ESI)m/z:519. l([M + H] + )o 

4X°$>Z> 0 ) 
[^»!I84] 
[0722] Dffc;l50] 




'as— 2 



NC- 




yN^^-N H O 
185 ° 



134 



[0723] 



fb^l34(50mg)^Tirh^hy/V(0. 2mL) KW-MU fefW^KlSmg) *3 

it^^^T^y^y^vds. 3m g )^px., 80°c^-C30#P«#Uc o 

/^(30mg)*5j;lFv ? ^7^T5:/t o yv ? >'(36. 6mg)^Px., 80°C^T30^r H m 



WO 2006/028226 



150 



PCT/JP2005/016664 



MU g^(^i^l85)9. 5mg(lfc*15%)£#fco 
[0724] RffgOy^Vv^V— k /V=10:l) :0. 30 o 

[0725] MS(ESl)m/z:527. 0([M + H] + ) o 

[2U£«5] 
[0726] Dfbl51] 




[0727] (fllS) 
[0728] [^152] 

o o 



[0729] {^^151(41mg)^v J ^nn^>'(3mL)^?§^b, MJ^/VT^V(0. 021mL 
)*5J:tM-(^nn*/W5/V)BSgb<^/l'(0. 021mL)^Px., ^S^T2^^it#b 
7C Q $^^hy^/VT^V(0. 021mL)*5j:tJ ? 4-(^t2t27^/^/V)gg|i^/]/(0. 0 

= 1 : 0-65 : 35) "CffiMU @ (^^186) 45mg (IR^84%) £r#fc 0 
[0730] Rf^CM^y/KTV— k ^^V:g^^^/v= l : l) :0. 44 Q 
[0731] MS(ESI)m/z:532. 9([M+H] + ) Q 

(Sg2X@) 
[0732] Mbl53] 
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NC- 



CI 




' N X^"COOMe 



NC- 




[0733] >fb^^l86(34mg)Sr^y— Mlg) f£*g$¥U 5%NaOH(0. 3g)^nx.. 30°C 

g6^(^^187)23mg(W69%)^m o 
[0734] RffffCv-y^V^V— K ^cm^/W^^y— 7^=10: 1) :0. 48 Q 
[0735] MS(ESl)m/z:518. 9([M + H] + ) 0 

[^»!J86] 
[0736] [>fbl54] 



[0737] ft^l86(25mg)?r7NT^^T (3mL) l£?g«?U 70^ fcT 

— /V= 10: 1) -CltMb, B Mfr£<K>188) 5mg(ltZ^21%) £#fc 0 
[0738] RflBCvy^/KTV— k ^PP*M:^y- 7V=10:1) :0. 28 G 
[0739] MS(ESl)m/z:517. 8([M + H] + ) D 

[*!fe#!J87] 
[0740] Mb; 155] 



NC- 




H 



NC 




o 




[0741] mmwmtmm^^m-x<o, it-^mis^nt^o 

[0742] RffgOy^V^V— k ^pp^:^^- 7^=10: 1) :0. 31„ 
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[0743] MS(ESl)m/z:505. 0([M+H] + ) o 
[0744] [>fb 156] 

O 

NC^>N^ H 

Cl 19 s 0 ^Ai° 



[0745] mmmsetmm^m^'o. ih^mi90^mtc o 

[0746] RffgCi/y^/KTV— K *?9mWs\*9S— /V=20:l) :0. 21 Q 

[0747] 1 H-NMR(270MHz, CDOD) 5 :1. 55 (6H, s) , 2. 60(2H, t, J = 6. 7Hz) 

3 

, 2. 76(2H, t, J = 6. 7Hz), 7. 17(1H, dd, J = 8. 6, 2. 4Hz) , 7. 57(1H, d, J 

= 8. 6Hz), 7. 62(1H, dd, J = 8. 4, 2. OHz) , 7. 85 (1H, d, J = 2. OHz) , 7. 9 

3(1H, d, J = 8. 4Hz), 7. 99(lH, d, J = 2. 4Hz) Q 
[0748] MS (ESI) m/z:503. 9([M + H] + ) 0 

[»1#!|89] 
[0749] Mfcl57] 

o 

[0750] ^^^102(100mg)*Dj;T^*E|^:=t^^(24. 7mg)^nn^y(lmL)i^ 
fi?U 0°C\Z.X?My7v\?;V^;VTV^{0. 043mL) ^JPx., mM.te.X2#ffm& 

7A^nvh^77>f- (^^nn^y/^y-;V) t«L, g ^(^^191)1 

02. 9mg(lR^86%)^#fc 0 
[0751] Rf{jI(>y#<7VK7V— k ^nn^y : ^/-/V = 10:l) :0. 44 0 
[0752] MS(ESI)m/z:626. 9([M+H] + )o 
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immm9oi 



[0753] Dfbl58] 



NC 




^OH 



NC- 



192 Cl 



[0754] fb^l02(100mg)*3j;II?N ) N- vW/l^U v->-(39mg) ^tm^y(l. 

9mL)(«L, 1-(N, N-?J^7VT^jy°V\£/V)-Z-^7V3]/V^M^M. 

L/c 0 1-(N, N—^^/VT^y^ntVV) -3-31^/^71^^^*686^(36. 5 
mg) i^^7^t°y (1 1 . 5mg)Sr*D^, ^?a«2. 51^31 #Ufc 0 

n-rh^97>r— " eftMU @ ttftl Wb^l92) 68mg (l[»58%) £r#fc„ 
[0755] RffiKv^y^^/^V— -^df-^V:@^^3i^7k=l:l) :0. 25 0 
[0756] MS(ESI)m/z:612. 0([M + H] + )o 

[^»!I91] 
[0757] Mbl59] 




[0758] 'Mmimitmm^m^x<o. 4k&m93&m>fr 0 

[0759] Itf^Cv^y^/KTV— K i?9mWy-.*9/— /V = 20:l) :0. 18„ 
[0760] MS(ESl)m/z:562. 2([M + H] + ) Q 

[^»192] 
[0761] [^160] 
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c^ytTf- h o 

>=/ K N T ^T' N -r°^o A r NH 2 



[0762] (IlXg) 
[0763] [^161] 

o o 

NCH !^, N^S^ H NC^^N^" H O 

^rroo^ ^r N a 0 r^\rs„=« 

[0764] ^^102(200mg)^v ? ^nn^>'(5mL)^^U Boc-Lys(Boc) -OH (2 
63mg)^Px., ^t#ffl^T\ 0°C{3"C1 — (N, N- vW/VT^^ntW) -3- 

290mg («89%) £#fc 0 
[0765] RfffiC^y^^/V^V— K ^^:mm^^^l:l) :0. 48 D 
[0766] MS(ESI)m/z:877. 1([M + Na] + ) D 

(^2X@) 
[0767] Mbl62] 

° ° 

K N fVN r 0^ o A NHBx ^ >/V N rV N r0^ o A N H 2 

FaC 1 S 94 ^Cl 0 ^NHBoc F 3 C T^O ° T/LnH, 

[0768] ^^194(290mg)Srv ? ^nn^^(5mL)^f^U MJ7/^n^Sfe(5mL)Sr 

^195) Sfby^/^n@^m^^bT400mg#fc o 
[0769] Rffpl (NH7°V" — K i?^nn^:^y- /V=20: 1) :0. 41„ 
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[0770] MS(ESl)m/z:655. 2([M+H] + )o 



[0771] Dfbl63] 



NC 




CI 



.SQ 2 NH 2 



[0772] (IlXg) 



[0773] lit 164] 



tx 



so 2 ci 



.S0 2 NBn 2 



CI 



CI 



196 



197 



[0774] ^-^3196(880. 9mg)^Pn^>(16mL) tPC\£Xi?'<>i?A' 

ts>(2. 25mD^Tb, ^uKxm^mwvtc 0 m^m^^u^ 
Ecu M&mkvxn&>muk&toi97)583. om S mm39%) &ntc 0 

[0775] RffgC^y^^Vv^V— K ^^->-Mm^^ = 2:l) :0. 32 D 
[0776] MS(ESl)m/z:387. 0([M + H] + ) o 

(JH2X@) 
[0777] Dffcl65] 



[0778] ^^147(301. 7mg) $o£ tfffr^0&197 (386. 9mg) Sr7 l h9tKn79>'(5mL 
)fc*£fl?U ^t#B^T\ 0°C^T^y^ t-^HE^K(116. lmg)|fM, ^ 




o 




197 
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7. 5mg()K*47%)^#fc 0 
[0779] RffgOy^V^V— k ^^-ly.mm^^=2: 1) :0. 16 G 
[0780] MS(ESl)m/z:607. 0([M + H] + ) o 

(I3X@) 
[0781] Dfbl66] 

199 ^Xl 

[0782] ^1^5198(271. 2mg) ^h^tKn^V (3mL) fcSgflfU SiffflMT, 0°C 

Maputo oxzizx&j&mKXi&uaz.* mm^M^xmmu mmm^m^ 
y^ti^h^yy^- mmmM;^*'y-^wtm^/^= i:o^3: 2) xmmu a w 

^(^^199) 141. 9mg (lfc^49%) £#fc 0 
[0783] Rffg(i/y^^V^V— ^i^V:g^^^/V=l:l) :0. 62 D 
[0784] MS(ESI)m/z:649. l([M + H] + ) 0 

(!4Xg) 
[0785] Mbl67] 

o o 

Nc i>yr_so 2 NBn 2 — - Nc -p- f t6 v « WWl 

[0786] ^^199(109. 9mg) ^0°C^Thy^/^n^^/^^(lmL) ^Dx., S 
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1^(^1^200) £#fc 0 
[0787] RffgC^y^^Vv^V— k ^3c-y-l/:ffim^^=l:3) :0. 53 G 
[0788] MS(ESl)m/z:469. 0([M+H] + ) o 

[0789] [>fb 168] 



^-N_-, SO z NHAc 



[0790] {f^#/200(38. 4mg)^PP^y(l. 6mL)i«L, MtR@1^(0. 023mL 
Ol)«r#fco 

[0791] Rtfg(ixy#y/K7V— k ^^:g^gft^/l/=l:3):0. 25 Q 
[0792] MS (ESI) m/z : 5 1 1 . 0 ( [M + H] + ) „ 

[H»-J95] 
[0793] Mbl69] 

o o 

or s rN a:- 2 ■ or s ^ N a%-so 2 c F3 

134 202 H 

[0794] {fr^Hfel34(21. 3mg)*3«ttJ«2-[N, N-tf^ n>Hrv*Z^7*;Vi&z=.;V) 

7]t°y> ? ^(53. 5mg)^h9tKn^^(0. 2mLnc$£ft?U 0°C^TlM-^hy 
^^^^f^f-/^^7v?K ^h7tKn^9^«(0. 2mL)l:ITU30^Ki# 

-efiffatu g mm (^^202) 12. 7m g (i&*s46%) &#tc 0 

[0795] RtfB(NH:7V— k ^pp^y : ^y- 7V=10:1) :0. 25 Q 
[0796] MS (ESI) m/z: 560. 0([M+H] + ) o 
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11A11B2M ^ ^M 

HeLa^i^ ( a 0 (mxvffiA) ^^—/v^mv-ft^m^ikm OUT* D 

CC-FBS)3 /IH^K^Pa'Dulbecco's Modified Eagle Medium (£XT, 

7^.;— /H^yK^y— DMEM)~e— JfefiLfc, MMTV-Luc-Hyg^^— (T^K^ 
^^W^^XX^l^^h^LTmouse mammary tumor virus long terminal repeat^b 
OV/K- 7 fl 7^K:A.T.C.C.«tt)|SAL^:GM-CAT^<^— (A.T.C.C. No.6728 

) £pSG5-hAR-neo (t:h<DTl'\?vff>g:&fcCD$&^^?#~- : SV40^P^e— ^ 

V^ftttM-fg^Srlf ALfc^*— ) &\ FuGENE™6 Transfection Reagent (Rochet 
f9A#L^c)^fflV>-CHeLa^^{-h7^^^>3^L^o 
[0797] h7^^^>3^LfclBfl£te, 500 ix g/mLO^v>f^, 300 m g/mL©/vf^ 

v^tK^^h^a^ (DHT) tc«J;«9fflS:fe#6«j(J:fe'^^^±#'rs^n— ^Sr# 
fc 0 ^(llAllB2jftBJ&) tt400 ix g/mLW^tv^y, 200 # g/mL<D 

xN^nWV^jSit^lO % FBS^tfDMEM-eil^-$if-tb, T^K^VWrT^ 

K^y— DMEM-eiiftb/c 0 

[0798] ltiil:7yKP^>f^ft(^t57J^H^fflOil^ 

11A11B2»^3 % DCC-FBS£ro'ti > :7';n/^ — /Vl/-y\?~7}) — DMEM(J^T\ Ts>-fc-f 
i#Jfi) -ei.0xl0 4 /welli:^^J;5 S&-^yT#>A96 well-v^PTV— h (COSTAR) tn 

mMM4k&Wtttei£$iM4t&®<Di&m8t&U 10, 100, 1000, 10000 nmoi/L^ 

sj^mu 48u#r^i#a^. m^mmmnmi^tc 0 ^^-^tt^Bright-Gio™ md 

ferase Assay System (Promega) ~C$!JaEiL7 ! Co 
[0799] _hfE(D^^iiJ^L7c^^ttd^, 0.1 nmol/L DHT^Sifte^ttfg^lOO %, 
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[osoo] mmm2 : Tish~v?^&mzi^zT>**~xhfrm<D*8,m 

llAHB2|0|^^T5/ir^J#ifi-ei.OxlO 4 /welli:^§J;5 &-fe-^UT^>A96 well-^^ 
n^V— h(COSTAR) ^8fci§#bfc 0 DHT^ti>T^ir^i§Jfi^DHT©^ 

^, ^JfeWk^^^irbWJ^^^^iS^l, 10, 100, 1000, 10000 nmol/L 

ht-Glo™ Luciferase Assay System (Promega) ~VM^.l^fc 0 
[0801] ±m<Djjm^feUfcm^mm^ 0.1 nmol/L DHT^J;3ijfe^'|»^100 %, 

[0802] #f£ifc3l [fttt^2] -C}3\ T^^^hffitt^T^^h^tt^^Wo^^ 
C50{g«50 %^tf2^O[i:^J;«9^mLfc: 0 

[0803] mmm^^xf2^^mu^-r 0 

[0804] Dgl0-1] 
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mi 





EC5(nM) 


IC50(nM) 


ECMC50 


4- [3- (l-ih^v/*;^/H^-; 

- 4 , 4 - v?y 

5 — yr^y — 2 — ^^"^ry-Y s^yy^^ 

-l-><^] -2~?pn^/-hy^ 
(HffiW2»-fb^) 


8000 


80 


100 


4 - [ 3 - (i -T-fe^vuex y vV- 4 

-- fA-) -4, 4-^^-/W-5-5j-^y 

— 2 — ^-^sp-y-Y ? yy y v 5 ^— i — -i" /u 
] - 2 - h y >vwn y. ^-/p-<>y-- j. y 

/> 


>10000 


300 


>33 


4- [3- (l-rE.y>^/V^"/Wt: 0 -<y 
v^V— 4 — "iywO —4, 4— t^y^/V— 5 

-^y-2-g^^dfy-f 5 

1 — — 2 — f y yvM-n y ■f-zi^v 

y^M;,v 5 oYk^ife) 


>10000 


300 


>33 


4- [3- (l -X^A-t^y vV-4 

— —4, 4 — "i^y 'f'tv— 5 — y 

- 2 -^f^y^ 3 y y y 1 
] -2-^ctn^y-^byyP 


>10000 


200 


>50 


4- [3- (l-^cft^V^y^ 
— 4 — -f /V) — 4 , 4 — -^y 'f'/V— 5 — 
dry-2-^-^y-f ^^yi?y-i- 
-t" A] 2 y n p -<y/s. 1- y A 


>10000 


300 


>33 


4- [3- (1 — ^n^io*A'Jfc:=A'fc>< 

II V? V /I V ll/l /I /I .■/■J*;], 

5^y-2-^y-f^yy^y 
-1 — f yi-] — 2-y Dc^y/s hy/v- 


>10000 


300 


>33 


4- [3- (l-x^y^;^-;l,f^lj 
v?V-4— Y/V) -4, 4-^y^-R 

-^y-2-^^y^ 


>10000 


300 


>33 
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4- [3- {l—xLf^XsUft—sUlf^y 
i?l/—4 — fylO -4, A — ZStftV— 2 

, 5— ^df-y^ ^ y-sy i— ivv 

1 — 2 — MJ 77V^-U ^ fyV- 3 — * 9vV 

i o aMt^m) 


>10000 


600 


>16 


4- [3- (1 — 7°n>-?>-^7V*;^/Vt: < ''-< 
i}^y-4->f;v) -4, 4-v ? y-3vv- 
2, 1 — < 

y;v 

(H»J l l o^lrfrtM 


>10000 


300 


>33 


4- [3- (l-7°nt°t-;i/tX!J^y 
_4_^ y p) _4_ 4-^^—2, 6 
- ^=3f ? #V ]} l - 


> 10000 


700 


>14 


{2-^pp-5- [3- (4->ry- 

3- hU 7 /V^- 0^^/1x7 31=^) —5, 

5-i^^/V-2, 4-v ? ^-^y-i , 5^y > 

lli'y-l-Y/L'] ^.-t^P} 

) 


>10000 


200 


>50 


4- {4, 4—^^—3- [1- (3 

h v * mmm 1 4 <n\Y&m 

) 


>10000 


200 


>50 


4- [3- (2— Tf?-^T K / ^>y=f- 
— fA-) -4, 4-^^VV 

y-i— t'/V] - 2 -yn B^/= M) 


3000 


40 


75 


{5- [3- (4-'>r;-3-by7/v 

tcr^if/V^x^/V) -5, 

- 4 -^-^r y - 2 - y 5 y :/ y 


>10000 


100 


>100 
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{5- [3- (4-y77-3-/f^ 
y^^U) —5, 5 -v^gvV— 4— ^"df- 

y - 2 -^#«* y-f ? y V s v- i -- < 

T 

(mmm i 9 <d&&w) 


>10000 


200 


>50 


{5- L3- (4->7;-3-^PP7 
^^V) -5, 5 — >?^^Vl<-4-3j-^y 

— 2— g^-3ry-< 5 yyy 1 --ivu 


>10000 


100 


>100 


N- 12-^pp-4- [3- (4-v-T 
y - 3 — h V r7>VA - u y. f;l/7x-;l/) — 
5, 5-v ? y i f-^-2, d-i^r^y-f^ 

^^^-1 |W] —2 

-t^7-yv- i --ow* y ^ K 


>10000 


500 


>20 


4- [3- (3-7tf;v7 5/ -4-^ 
nD7x-;V) -4, 4-v^y.fVl— 5- 

^y-a-^^y-f ^yy^-i 
— -Oi^] — 2 — s y ^yu^-D y f/ixyy 
^hy,w 


> 10000 


200 


>b0 


4- [3- (3->f y^ojK^^;^— 
/V7^;-4-?dp7i^) -4, 4 

v^- 1 — (M - 2 - h 'J 7;^n^f 
/W^i^y*^ h ]) /v 


>10000 


500 


>20 


4- [3- (3-^ h*'slJAs&—A'T3. 
y-4-^nu7i — yu) -4, 4 — i?y 

i — /u] — 2 — y h=^i / -^-i^y"— h\) jv 


>10000 


200 




4- [3- (3--f y7'n/K=irv'^/Jf= 
;V7? y - 4 - ^pp7i^) -4, 4 

- i?y ?vi/- 2 , 5 -i^i-* y -y 5 w y 


>10000 


400 


>25 
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4- [3- (3-n -■?xii&3?*/jjjv&— 
;P7?y-4-^np7x^) -4, 4 

^-i— ^r^u] -2-y h^-^yy^ 


>10000 


200 


>50 


{2-?vv-5- [3- (4-^7/- 
3 - h y ytVJrv y ^^^^/Iv) - 5 , 

5-^y^/v-2, 4-^-^y-i'?^y 

^ 3-t FD^y/nt>^r^ ( 

•mmm 2 7 co-fk^) 


>10000 


400 


>25 


{2-^np-5- [3- (4— >ry- 

3-F9 7/Vtn^f;U7x=;k) -5, 

y-yy-i — f/v] y^~/W 


>10000 


500 


>20 


{2-?vu-5- [3- (4-iXTy~ 
3 — N y 7 ji>3r u ? f-;V7 1 rvu) - 5 , 
5 v^^A— 2, 4-^<¥y-Y5^y 

y — i — -Y/H 7^=.^} — 

>®f 2— (4 — > f;l/t°^7i/y~ 1 — 
^AO ^^00^7=71, (H^J 2 9 (Dft& 


>10000 


500 


>20 


[2-^dp-5- [3- u-v-ry- 

3 ~/ h**/-? sl—M -5, 5— i?J*f- 


>10000 


500 


>20 


{2-^Pti~5- [3- (4-V/77- 
3^nP7i=;l/) -5, 5— i^y^/V 

-2, 4--^^y-r^yyy v^-i- 
y ?y w ? y ^^-/v^^ t-ju 


>10000 


600 


>16 



[0808] [^10-5] 
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j ^2-^nrr-5- [3~ (4-v-X/- 
3-HJ7/^P>f-;l/7i-;V) —5, 

^ 3 - ^ y ^vl^T 5/^ fcVl^-;* 


>10000 


500 


>20 


{2-i>ut3-5- [3- (4->r;- 
y-^v-i — Y/v] y^~/H 


>10000 


300 


>33 


4- [3- (4->Ty-3-Ml7/Vt 
n y m ~jV) - 5 , 5 - 

— 1 — -fAO lf-<JI 1 — ^W^V 


>10000 


500 


>20 


{2-^PD-5- [3- (4-^>7/~ 
3-F!)7;l/tD^f^7x-;V) -5, 
5 - v>y ■f-A'- 2, 4 - y 4 s 
U^-l-H'/V] $/W<S.*s 
m 2-7;;xf;^f/U (%lfc0!l3 

7 oxt-sm 


>10000 


700 


>14 


4 - [ 3 - (1 -aL<f-A,-r 5 y ^stf^/V 
t°^yv5>'-4 — f/U) -4, 4-^9- 

^- 5 - t^y - 2 -f-^ y-Y ? ^/ u 
y ; y- 1 — <tv\ - 2- h y 
^yy= h y /i/ 


> 10000 


1000 


>10 


4- [3- (l-n-^ntVW7S/i);l- 
aJfryUfcXy v 5 ^— 4— -CrtO -4, 4 — 

^^/w-s-^-^ry- 2 -^^y-i' 5; 
yyy s^- 1 — f/v] - 2 - h y y/u^- 
u^fM>y= h y/p 

(H£S60ij3 9<D^m 


> 10000 


900 


>11 
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4- [3- (l-xf;V75;y^;V#-;l, 
fcV<y i?Z/— 4— OU) -4, 4— 

/v- 5 -sj-^y- 2 -^^f-y-r 5 yyy 
- 2 -^titi-o-y— h 
(!S*6M4 0<o{fc£4fei) 


> 10000 


1000 


>10 


4 ~ [ 3 - ( 1 - n -^P t>7 5 7 
^;l/tX!)v5i/^4 — ifV) -4, 4- 

f-Ar- 5 • ^ y - 2 - yw 5; 


>10000 


500 


>20 


4 - [ 3 - (1 -xf;V7 ^ y Xy^^yV 

t?-iy -yv-4 — fjv) -4, 4-i?y^- 
>v- 5 -^-^y- 2 -wy-Y-yyy 

v 5 ^— 1 f A-] — 2 - h y 7^tP^f 


>10000 


700 


>14 


4- [3- (4-y7;-3-h!)7;^ 
P/f;U7i=yv) -5, 5— i?J=?JU~ 

... x tf-^y y-y- i >t| 
2 — t KD5r->^f;l/x^T^ 


> 10000 


600 


>16 


4- [3- (4-V-T/-3- h-yyyv^- 
v *=f-?V~7 ^->l>) -5, s-v'y^yv- 
4-^y-2-^=Sry^c i?y 
- i — >-°-<y i 

2, Kc^r^Pt^x^//), 


>10000 


1000 


>10 


{2-^PP -5 - [3- (4-V-T7-3 
-MJ7/^P^f*7x^) -5, 5 
- ^vu- 4 - ^-dp y - 2 -^hSr V >T 

5 Vy*V i — -f M y^--M-tuv 


>10000 


300 


>33 


{2-?pp-5- [3- (4-V-7V-3 
-^nn7xr./l.) —5, 5— ^jrf^Vl— 

4-^y-2-^^y^ ? ^/y 
- l —4 ;V\ y^.^-M-tJ^^% >S£2 - 

(*lfe^4 7<Offc£#l) 


>10000 


300 


>33 



[0810] [^10-7] 
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(2- ; ynP-5- [3- U— >7V-3 

— } Y^y-7^=^)V) -5, 5--^^V 

-4-^y-2-^^y-r 

— fc Kn^^rt^vl^xyvU 


>10000 


500 


>20 


{2-?an-5- [3- (4 -v'T./ - 3 

— MJ n y ^vt- 7 /V) 5 , 5 

- ^/ix— 4 — y - 2 -^h*- y -y 

s< 5; 2 , 3 — v 5 t K n Jf-y/D tvu-m 
y.yvV 


>10000 


300 


>33 


{2-^uu-5- [3- (4->7;-3 
-^pp7x=;v) -5, 5-y^f;L-- 

— 1— >fVI<J 7i';l'}- j&y'W^^ V®?2, 
3 — >*' t K P «Sr ->y° P tfA-ct X 

c^jteM 5 o <7M\&m 


>10000 


300 


>33 
>10 


{2-^pp-5- [3- (4-yr>-3 
-> f^f^7xr-;l/) -5, 5-^yyvl- 

-4-^#y-2-^^y-f 

y — i yv] 7x — /p}- 5 2 
, 3 — ^ fc K o ^ *y y° o tVVcc;* tvI' 
(IGHWI 5 1 <Dtt&*m 


>10000 


1000 


{2-yon-5- [3- (4-yr;-3 

-H)7;VtP^f^7s=/V) -5, 5 

-^^ f /u-4 y - 2 -f t^-yf 

5 yV 1) 1 •7zl—A'}~#A' 
(3»J5 2<75fk^) 


>10000 


300 


>33 


{2-ynn-5- [3- (4->7/-3 

— y op7x-/V) -5, 

4 -^y - 2 -^t^y-^ ^ y/y ^y 

- i?^ f-tVT % y =c^;V^.7, 
(M8§M 5 3<nfc&m) 


>10000 


300 


>33 
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— 5- [3- (4—: 
-5, 

> — 1— -Y/V] :7rn~/U} — jJsW<5. >1(£— 
2 - vy* ^/VT 3: J ^/Is^^y-A- 


>10000 


500 


>20 


N- {2-yut3-5- [3- 

/ - 3 - > !) 7;l/tn ^ f ;V7i-/v) — 

5, 5 — is?* ^Vt'— 4 — y — 2— 

=^y-c ^yyy 1 — r/y] v^-tv 
mmm5 5<Dib-^m 


>10000 


700 


>14 


y-fvwy^^A-)- 5, 5 -■ yy ^v— 4 — 

2 — 'f'^t^r y^f 5. yy* U v'y — 1 

-f/H^y^y^^y75 K 


>10000 






{5- [3- (4->7/-3-M)7^f 

py^vvy^-^) -5, 5— -yy^-A— 
4 — a-sp y - 2 y -y ? yv y -y ^ 
— l — i tV\ t° y >■ y- 2 -4" ? 
z/M 2 - -y y ^vvt ; / o^fjv^^'t/v 

mum 5 s (Mt&m 


> 10000 


500 


>20 


{5- [3- (4-i/7/-3-M)7^t 
P^^7i=^) -5, 5-v?y^/V- 

4 -^y- 2 -f-ttv* s; yy y -y> 
— l— -f/v] t° y 2 — -Y /i^^/w^ 

>M2 — fc Kn^-yx^/n^vvi/ 


>10000 


300 


>33 


1 -{5-[3-(3-^Dfn-4-->-Ty^ 

i^/u)-5, 5-v f y^v-4-^-#y- 
2 -^ah^y-i' syy y ^v- i -^/H"* 
y^fr-y- vw— 3— (2— -y 
y^T^y^^) ^7 


>10000 


300 


>33 


1 — {5 -[3— (3— y PP-4->r/7 

/I^)- 5, 5— v?y 9VL"— 4-^-dry- 

2 -f^t-jj 5 yy y yy- 1 

^y^T-J— SU-2-4M—3- (2, 3 
2<DQtfm 


> 10000 


1000 


>10 
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1 — {5-[3— <3-^nn-4— v'TV V 
^~/>)-5, 5-^^-4-^ V- 

2 -^-rf-ap V4 5 ]J vV- 1 — - f/kK 
y/?7/" /V— 2— (2 — t 


>10000 


300 


>33 


{5-[3-(3-^BB-4-yr>'7a=; 
yv)-5, 5-v ? y^V-4-^y-2- 

■f-**y<i 5 ^y* y ^y- i --Y/vi-o-y* 

=f-~rv*—)\>— 2 ->f;u}*M5ygj2-v? 

y- yv>r 5 y ^^yi^ y 


>10000 


200 


>50 


{5 -[3 -(3-^nn-4-yT77i^ 
A-)— 5, 5 -v?y 5vV— 4— ^"^y— 2 - 

f-7y* — ;v— 2 — f/P^^^ySS, 3 


>10000 


200 


>50 


{5-[3-(3-^nn-4->777i = 

f^y-f^y/y s>y- i — r/vH>/ 

f7y* — /v— 2— -f /I"b57/I"' < 5 yg£2 — t 

cmwMQ Q<Diti$m 


6000 


100 


60 


N— {2-y nn-5 -[3 -(4-^7/- 
3- h y 7/VtP^f/V7i- /V)- 5, 5 

4 — y - 2 — =7-a-*s- y-Y 
3:^y*y *Jz/~ i— f?u]7i^}-x^ 


>10000 


1000 


>10 


3-[3-(3-7pc-4->7/7^ 

/k)-5, 5-v ? y^v-4-^y-2- 
+±*y't 5^yy -yy- 1 -^r/yHy-t? 


>10000 


400 


>25 


{ 5 -[3 -(3 -^bp-4->7 7 y^- 
— yv)— 5, 5— i?j?-Jls— 4— Jtf-afy— 2 

-^flr y ? yy y -y y- 1 — r f y 

•yy— 2 — ^f/u) — ygf2— v^y 


>10000 


500 


>20 



[0813] [iao-io] 
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|5-[3-(4—>7y-3- b U 7/^" 
n / =3-?V7 x. =^A)~ 5 , 5 — v 5 ^ ^Vl — 4 

i --iM try -yv- 2 - -tvu} #;w<5 

VB£ 2 , 3-i/t Kn^f- -y^n t>x^r 

^ Gsifcfi&j 7 o oMb&m) 


> 10000 


500 


>20 


\m&\ i 


0.08 


1 


0.080 


(B P — 1 3 9) 


3000 


800 


3.8 




20 


300 


0.067 


(t KuJf->7W 5 K) 


10 


100 


0.1 



[0814] it^Ml :¥rm^4- 30857 9<DMl2(Dit^ (4- (5-^y-2-^^y-3 

, 4, — t , ^yyv ? ^/v)-2-byy/^ny^/v-<yy^hy/v) 

i:b^2:#^^FlO-510845<7)||i£^!jl5(D^^ (4- [3' - (2"-N-T-fe^ 
;V75/xf-;V) -4', 4' — SW/V- 5' -^t^y-l' — (^7V 

[0815] T^^h?Stt^^$tLf^TyKn^V^iJ^bT<7>^l^:fiEC5/ / IC50{fi^i:b 
[0816] iOfem:fcJ:T*2K:ftl>T,;£38iW^ 

[0817] *fS|(DS(l)T^^fM!l, SffiS^-i-i^TyKn^rVefettt^Ja, 
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[1] ^(I): 




Wk2] 




aw:, 7k«n\ /M^yvjgi 1 , -oRa, ^c^i^_bcD/M3^fViic^-eMm$tL 

1-4 

1-6 

mttO~3©SHfc6^jSiR$tb ; 

1-6 

E 1 ^ M3t^ xK^S, 'M^Vjm\ C T/V3c;vm, v'T/I, C T/^^v- 

1-4 1-4 



WO 2006/028226 



172 



PCT/JP2005/016664 



^ T^/m, C T/V^/VT*/^ ^(C 7/1^^)7^1, C 

1-4 1-4 1 

-CON(-Ra)-, -CO-, -COO-, — NRa — C( = NH)N(— Rb) — 
, — NRa — C ( = N — CN) NRb — , -N(-Ra)COO-, -C( = NH)- X _S ° 2 _ 
„ -SO N(-Ra) -SO NC-R 1 )-, -N(-Ra)CO-, -N(-Ra)CON(- 

2 2 

Rb)-, -N(-COR')CO-, -N(-Ra)SO -NtSOR'jSO -N(-R 

2 2 2 

a)-, *fctt:-N(-Ra) SON(-Rb)-Tffct); 

3-8 

^cttB^^^$tL5lW_h^m^^J: i 9em$t^-rv^T^J;v>c_ 8 ^ 

1-4 1-6 1-6 

#ttKK) , ^P^VJiiC^ TK^S, i^T/S, ^ym, -CONRa'Rb 1 , — N( — Ra 
)CORb, — NRa*Rb\ -N(-Ra)SORb, -S0 9 NRa 1 Rb\ -S0 9 Ra, -COOR 
a, -ORa, Ty— /vm, ^T^M^M. C 3 ^^rxiT/V^/Vm, *5j;t*C ^UT/V 
^/um(^X\ TV—/vm, ^rn^&M, ^rn7y-/H, ^n7/V^S, 

Ra*3j;t*Rb}3\ a^ld, zKStJg^ -P( = 0) (-OM) , C T/V^/V^^o^XJ- 

2 1-6 

C TA^A'#Art~A'£&*t>m9l&tl. ^X\ m%T/V^;V^^T/V^;Vti 

1-6 

^/K^/Vlft, zK^S, C T/^^-yM, /mi^V^, -NRaRb 1 , -COORa 1 

1-6 
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1-6 

Ztt-CON(-Ra) -*^Ltt— CO-Tii^< ; 

1-6 1-6 

[2] ^(DtCjSV^T, -Y-Z-^^fBOTZ^YZ 7 : 

Mb3] 
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<E 2 )„ 



YZ 4 



(E 2 ) n 



YZ 6 



(E 2 ) n 



^ X 8^ X 7' J 

YZ 5 



-Z^ 



(E 2 ) n 



YZ 7 



1-4 1-4 

1-4 1-4 1 

x 3 , x 5 , x 6 , x 7 £><OTx 8 tt, iiLt, CH*3«tcm^^^^^ {au x 6 , X 7 *3 j; 

U?X 8 «|^|0#^CH-e^< ; 

X 4 tt, -CH-, -s-, -o-, *fc^-N(-w)--efc(9, fc/cU X 3 *5 XXPX 5 
^^tcH©t^x 4 ij:-cH — -er±=&<; 

2 

Wte, ^kitjK^N C T/V^VS, C T/V=3^r^^, -SO Ra, -SO NRa'Rb\ 
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^fcte-CORa-Cfcl9; 

z\ z\ z\ z\ Z\ Z 6 3oJ;^Z 7 fL -CON(-Ra) -CO-, -COO-, -N 
Ra — C ( = NH) NRb-, -NRa-C( = N-CN)N(-Rb) -N(-Ra)COO 
-C( = NH)-, -SO -SON(-Ra)-, -SON(-r')-^ — N(— Ra 

2 2 2 

)CO-, -N(-Ra)CON(-Rb)- x -N (-COR 1 ) CO-, -N(-Ra)S0 2 -, 
-NC-SO^SO^, -N(-Ra) - x *feht-N(-Ra)SO a N(-Rb) 

tkmc^ hvy/^^^m, ^^m, ^A>m, mmm^. &fc.t&h 

[4] X^CrCfctK X^So^cf^ST-fcS, f9^1~3©V^-f ^^l^^lB*©^^ 

[6] X^SO-CJfctK X 2 /350-X?fc5, f9^4l31|B*©>fb^, ^(DlSm^^fF^^, 

[7] 5£(l) iCjSVvf, -Y-Z-^T^YZa\ YZb\ YZa 2 *5j;OTZa 3 : 

Mb4] 
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YZ a 2 YZ a 3 



z\ z\ z\ K 2 ^6XXlnm^m2lZ.^mi^fct^ , 0^^ 

[8] fCfe^T, —Y—Z — ifiT ^<£>YZa\ YZb\ YZc\ YZd\ YZe\ YZf\ YZ 

a 5 , YZa 5 , YZb\ doiOTZc 5 : 
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YZa 5 YZ b 5 YZ C 5 



[9] IZl^VvC, -Y-Z-^-fr^<DYZa 6 . YZb", 3o£U*YZc 6 : 

Mb6] 

(E< (E 2 )n (E< 

YZ a 6 YZ b 6 YZ C 6 

[10] 5£(l) f^V^T, -Y-Z-dST^C©YZa\ ^TcteYZb 7 ; 

Mb7] 
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[11] z\ z\ Z\ Z\ Z\ 7?&ZXn!i)\ -CONH-, -COO-, -NHCO-, -NH 
CONH-, — NH — COO — , -N(COR')CO-, -NHC(=NH)NH-, -NH 
C(=N-CN)NH-, -SO -SO NH-, *5«tt^-NHSO -fl»£>3g^&*x5 

2 2 2 

[12] E 2 ^\ yfcSfe^ ifcsfcDi^ 7y*Jg^, ^/l^ ^/VS, ^Mf-i^ ^h=3r^ 

[13] b^, ^im, ^pyyif, ^yg, #/w**mvi^ c^r^^/w*^ 

/l^, ^(c T/V^vv) #/W^^f7i^ c 7M;^;^;i'7^ 7^/1, 

1-4 1-4 

C T/V-^/VTK/^ v 5 (C T/V^r/V) T^7^, C T/i^/K^/V^/VT^/^ 

1-4 1-4 1-4 

1-4 1-4 

C T/V3VK*/^~/vS, ^/l^Srv'/l^ C 7;V3^*;^;Vi, fcK 

1-4 1-4 
1-4 1-4 

^J;^-cooRa^^Jl^^lJ^_h»gmS^J; ^ 9gm$^^-cv^-ctJ; 
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[14] BfrK m&K, Tkmm, t^/U^ ^/vm, n-^P«, i-T'PtVH, *h*c 

^-,vT%m, ^/vT^/m, zt^/isT^sm, y^mm^ m.mm^. &mm^ 

^f/l/^;l/77 ; E-^S, ^f;^^;^77 ; t^^S^ 

/v^, t°y>vi^ -r^yy/i* ^*y^/H, ^-/i^^^r^y/i^ 

;V*y^;Vl, ^T^y/VStt, tR&S, T^/^S, jfr/Vaj^ 

[15] R 1 ^, a^ld, 7K*Ji§^ T^/m, C h T^7VS, v ? (C i 4 T/Vdr/V)T5:/ 
C T/Vdr/vS, tKn^rv-C TVV^/i^ v^K^^C 7/^;H, hVtpv 

1-4 1-4 1-4 

1-4 1-4 1-4 

C T/V^/vm, C 7/^/V^7^/l'I> (C TVV^/Vt^^v^ /V) C T/V 

1-4 1-4 1-4 1-4 

3r/V^ t°^y vvl^, C T/Vdr/Vt^y^/V^, (C T^/V\f^.^J/V)C T 

1-4 1-4 1-4 

;V3<-;V^ T^/C T/V^;vm,C TsV^jVT^/C TA**-A'^i?(C T/P^r 

;v)T*;c T/v^/vm, ^^y^/vm, ¥^J/vm, t^y^/i^, tfy^/i^ 

1-4 

„ >f^Vy/v3£, ^e/vy^])=./um, fc'^v^/vc T/^/v^ t°^y 

^^/VC T/V^r/VS, ^^/l^, 7x^;VC TVl^/l^ C ^p7;^;1'I 

1-4 1-4 3-7 

, C ^7P7^^/VS, C v/^^T/V^r/VC T/V^m, ^/c^C ^nT/V 

3-7 3-7 1-4 3-7 

1-4 

y vVi^, -r^^y*y/«, ^*y^/H, ^^/^ c s ^n7;v 

C ^^P7/V7^Sft, C T/V5r/V^ C T/V^>^ ^n^I 

3-7 1-4 1-4 



WO 2006/028226 



180 



PCT/JP2005/016664 



[16] R 2 *3j;^R 3 ^^^^/^-efcS. ft^ill~l5(DV^-r^^liIt-fE4!c®^^ 

[17] 4- [3- (l-^^>#/W^vMf^y^-4-^/V) -4, 4-^^/V-5-^T 

Jf-y - 2 - ftt^M^S]) - 1 - >WA - 2 - hy y/i^ny^/w^yy^hy/v ; 

4- [3- (l-^hdrv/^//V^/Vt: 0 ^yv ? ^-4-^/V) -4, 4 - v^^/V - 5 - ;?)- 

- 2 - ftty^^S]) yv - 1 - 4>v\ - 2 -^ppxy/^ hy/v ; 

4 - [ 3 - ( 1 - =r. h^f /Vfc°^y - 4 - -4,4- A* - 5 - 

^ y - 2 - f-nr^M^sy >>y- 1 - >r/w] - 2 - y pp - ; 

4- [3- (l-T-fe^/Vt°^y> ? ^-4-^)-4, 4-v J ^/^-5-^y-2- 

^HrZFM^Sy v?y - 1 - >f /w] - 2 - hV'7A'*v* t ?A"<> r S~hVA' ; 

4 - [ 3 - ( 1 - ^/V7jwVfc°^y >V - 4 - ^T/V) - 4 , 4 - ^/V - 5 - ^ 

y - 2 - y-f^yv y >>y - 1 — jvv] - 2 - hy y/v^piy^yi^yy^hy/v ; 
4- [3- (l-Tir^/M^yv^-4-^|7y)-4, 4— ✓^^vw-s-tf-df-y^- 
4- [3- (i-y°pit 0 ^/vt o ^yv?^-4-^r/v) -4, 4— ^^/v-5-^y- 

2 - ^-^y^yVy v>y- 1-4 - 2 -jrm'^S—WA' ; 
4 - [ 3 - ( 1 - -?ns< l/^;V^=-/VM°-<y *Jls - 4 - -Y/W) -4,4- -5—Jr 

^y - 2 - fttyj^sv z?> - 1 - >r/w] - 2 - y pp^/ = hy/v ; 

4 - [ 3 - ( 1 - =- /Vt°^y v>y - 4 - -f/V) - 4, 4 - 

y - 2 - ^-^y^yvy v 5 ^ - 1 -- r/H - 2 - y Pipi-<^y^hy/v ; 
4-[3-(i-^y^/v^/vt o ^yv ? ^-4-^/v)-4, 4-^^-/1^-2, 5- 
*Jtt s M^s v v 5 ^ - 1 - -ivv] - 2 - hy y ;^p^ - 3 - *<?A^ir/~ h y /v 

4-[3-(l-y t> Pi^^/V^/Vt: 0 ^yv ? >-4-^/V)-4, 4->W/V-2, 5 

- y^^y^yyy >v- 1 -> r/v] -2-^pp- 3-y^vi^yy^hy/v ; 



WO 2006/028226 



181 



PCT/JP2005/016664 



4- [3- (l-zfn\f^r^V\i a ^)-Jly-A-^;V) -4, 2, 

^y^yvyvv- 1 — r/v] - 3-y^yw^y^hy/v ; 

{2-?uu-5-[_3- {A-i/T ; -z-vyy ^Jrv^/vy^/V) -5, 
/v-2, 4— y^y-f^vwy-i — ly^y^/Wyj/^^y^ xf/raj 

4- {4, 4-^^-/^-3- [1- -t°^y> ? ^-4-^/V]-5 

-^y- 1 ->f/W - 2 - hyy/i^py^yw^y^h 

4- [3- (2-Tt^T5/^^/fT)/- /V- -4, 4-^^/V-5- 

^y-2-^=3f-y-r^yy> ? ^-i-^]-2-hyy7^ny^-<^y^hy7v 

4- [3- (2-T-fe^/vr^^^y^ry— 7^-5-^) -4, 4-^^/1^-5- 
^y-2-^-^y^^vy^-i-^]-2-ynci-<^y^hy/k; 

4- [3- (2-Tir^/VT5:/^<vy^Ty— /V-5-^T/V) -4, 4-^^/1^-5- 

^y-2-^^y^^yy> ? ^-i-^]-2-yb^y-<^y^hy/v; 
{ 5 - [3 - (4 - v//v - 3 - hyy/v^-ti^^/vy m^/v) - 5, 5 - -J^/v-a-^t 

{5- [3- (4-^X7-3-7^^^/1-) -5, 5-^^/1—4-^-^-2- 

^-^y^yvy >>y- 1 - >r/w] -^yyfry-;v-2 ->f/W? w ; 

{5- [3- (4--y7V-3-^pm^-/i/) -5, 5- v ? ^/V-4-^y-2-^- 

^y-f^vy v>y- 1 - ^vv] -^/w-/v-2-^} ywr ; 
N-{2-ypp-4- [3- (4 - yry - 3 - )>y y/i^ay^vi^^/v) -5, 5- 
sW/i' - 2, 4 - i?tty^^7V <i>v\ -y^M - 2 - fc°^v^ - 
l-^T/VTiry^K; 

4- [3- (3-Tir^-/VT^7-4-yati^^/V) -4, 4-> ? y^-/V-5-^y 

- 2 - ^^y-r^yvy z?> - 1 — r /v] - 2 - hyy/v^y^/w-^y^hy/v ; 
4- [3- (3-^y^°a^^yyj/v^/^T^y-4-yaaym^/v) -4, 4-vW 
/v-2, 5-^^y-r^vy^-i— r/v] -2-hyy/^P^/w<yy^hy/v 
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4- [3- (3-^hdr^/V^/VT^y-4-^nn^^/V)-4, 4-SW/V-2 

, 5-y^y-r^ryy^y-i — M -2-yH^y^yyy^y/v; 

4- [3- (3-^y^°i37K5r^/V^/VT^y-4-^inn^^/V) -4, 4— 

/v-2, s-vo^y^yvwy-i — i?v\ -2-yh=3ri/*<yy^by/v; 

4- [3- (3-n-y°a/Kdf^/V^/VT^-4-ynny^/V) -4, 
/V-2, — 17KI -2-^h^^^^MJ/V; 

{2-^pn3-5- [3- (4 -*sTS-2>-yy7;\'i>rxi**f-;\'-7^.^-;V) -5, 5— 
/V-2, 4-^y>f^'y , !J^-l — i/V~\-7^/V}-J}/Vs<*l/^ 
S^ptf/Pcnx^yi/ ; 

{2-^pp-5-[3-(4- - 3 - hy y/l^ny ^yi^^/y) - 5, 5 - v>y^- 

T^y^/l^^/V; 
{ 2 - y - 5 - [3 - (4 - - 3 - hy y/y^ny ^/Vy m^/V) - 5, 5 - 

/v-2, 4-v 5 ^y^yvy> 5 y-i — f/yly^/W-^^y^ 2-(4-y 

{2-yc2d-5-[3-(4-yTy-3-yh^ryy^/v)-5, s-yy^yv-2, 4 
- y^^ry^yvyyy- 1 -^f/i^y^/W -#/w^y@| y^yi^^/v; 

{2-yaa-5-[3-(4-yTy-3-y^t3y^/V)-5, 5-^^/1—2, 4- 

y^^y^y y y ^-1- -ivv] y }-^>;v^v^m 2 - ^y^yvr^y^ 

{2-ynp-5-[3-(4- y y y - 3 - hy y/v^-ny ^yv^ - 7 v) - 5, 5 - 
/v-2, 4-vy^y^f5;yvyy ? y-i — f/iy;y^/W-#/w^y^ 3-yy^yv 
T^yyVtvv^^^/v ; 

{2-ypp-5-[3-(4- y y y - 3 - hy y/v^-ny ^vvy ^/v) - 5, 5 - 
/v-2, 4-y ? ^y>f^vyv ? y-i — f/yly^/W-^^y^ 

{2-ypp-5-[3-(4- y y y - 3 - hy y/v^-ny ^vvy m^/v) - 5, 5 - 
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/V-2, 4-v ? ^y^yV>yV-l — OV\7^=-;V}$i;Vs^lsfe 2-tert-y> 
4 - [ 3 - (4 - ->7V - 3 - h ] J7 ;Vtn^f^7 ^/V) -5,5- v>y ^/V - 4 - ^ 

y - 2 - ^-^y ^yv v — i7v] t°^y >v - 1 - #/w^yp^ ( 2 - yw 

4 - [ 3 - (4 - v-T/ - 3 - yy-7;VJrxi^;V-7^?V) -5,5- A* - 4 - ^ 

y - 2 - ^-^y-r^yvy ^y - 1 — i?v\ t°^y y>y - 1 - #/w^yp^ 2 - y>y^- 

{2-^dC2-5-[3-(4- '>7y - 3 - by y/i^ny ^yvy ^/v) - 5, 5 - 
/v-2, 4-> ? ^y^yvyy ; y-i — f^y^/W^/w^yi^ 2-r^y^ 

4- [3- (l-^/VT^y^/V^/Vt°^yv ? ^-4-^) -4, 4-vWvl— 5 

-^y- 2-^^y-r^vy^- 1 -^f/v] - 2 - byy/v^^y^/wo-y^b 
y/v; 

4- [3- (l-n-y°ntWT5:/^/^^/Vt 0 ^yv ; ^-4-^) -4, 4-v>y^- 

- 5 - ^ y - 2 - ^h3r y^yv y >>y - 1 - 4?v\ - 2 - by y ^vw*^ 
y-hy/v; 

4- [3- (i-^/vT5y77/^—/vt°^yv ? y-4-^r/v) -4, 4-v ? y^Vv-5 

- ^y - 2 - ^-^y-r^yy y v^y - 1 — f/v] - 2 -ynn^yy^by/v ; 

4- [3- (i-n-y 0 c2t 0 /vT5/^/v^/vt 0 -<yv ? y-4-^r/i-) -4, 4-v^y^- 

- 5 - tty - 2 - ^h^y^y yy >>y- 1 - ^vv] - 2 - y tm^yy^by/v ; 

4- [3- (l-^^-/VT57^/^^/Vt 0 ^yv ? y-4-^/l-) -4, 4-VW/V-5 

- ^y - 2 - ^-^y-r^yyy v^y - 1 — f/v] - 2 - byy/i^-^y^yi^yy^b 
y/v; 

4- {3- [1- (2-v ? y^-/vT^y^/v)T^y^/v^/vt 0 ^y> ? y-4— r/v] - 
4,4- v^/v - 5 - nr*rj - 2 - y^yv y >>y - 1 -- f/W - 2 - by y 
ay^/v^yy^hy/v ; 

4 - [ 3 - (4 - y ry - 3 - by y ;vtp^7 m^/v) -5,5- -a- 
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y - 2 - <f-Hr^M%^/y 9 Jl/ - 1 — f/U] vV- 1 -%/^>m 2 - tKn^ 
4 - [ 3 - (4 - - 3 - h ] J7 /V^rn^;Vy ^/V) -5,5- v>y ^/V - 4 - ^ 

y-2-^^y^^vwy-i — f^t^y^-i-^/^VEt 2, 3— 

p ^ri/y°n tVl^JXTVV ; 

{2-^pp-5-[3-(4 - *sr; - 3 - hu yyi^ny^vvy ^/v) - 5, 5 - >>y^- 
- 4 - ^y - 2 - ^h^y-r^yv y ^ - 1 - -f/v] y^;v }^/u^>m 2 - 

{2-yc2t2-5-[3-(4-^Ty-3-ynnym^7^) -5, 5-i^^/V-4-^- 
^y - 2 - "f-tt-M V - 1 - 7i^/v } 2 - fcKt*^^ 

^-/V^.^j'/V ; 

{2-^nn-5-[3-(4-^T/-3-^h :3 rv/y^7^) -5, 5-^^-/1^-4- 

^y-2-^=3f-y-r^yy> ? ^-i-^]y^-^}^w^^ii 2-tKn^y 

{2-^pp-5-[3-(4- *S7S - 3 - hy ^/l^n^/l^ m^/V) - 5, 5 - 

/v-4-^y-2-^-^y^^yyv ? y-i-^/v]y^/v}^/v/^^^ii 2, 3 
- v^Kt^yy^tvv^^yvv ; 

{2-^aa-5-[3-(4-v/T7-3-y^t3y^/V) -5, 5- v^/V- 4-;^ 
^y-2-^^y^yVy^y-l-^/V]y^/W77/W^>^ 2, 3— ^fcKt* 

{2-^Pn-5-[3-(4-v/7/-3-^y7x^)-5, 5-^^/1—4- 

^y-2-^-^y^^yyv ? ^-i-^/v]y^^}^/w^>'^ 2, 3-vW 

{2-^nn-5-[3-(4- ^77 - 3 - hy y/l^P^/K7;n^/l7) - 5, 5 - 

- 4 - ^y - 2 - ^^y-r^yy >>y - 1 - 7x^}*;w^yi 2 - 

{2-yaa-5-[3-(4->/Ty-3-ytit2^ ; n^/V)-5 ) 5-^^-4-^- 

=¥y - 2 - ^^y^f^vy - 1 - -f/v] } 77/w^^ 2 - ^f/^7^ 
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{2-^nn-5-[3-(4-i/7y-3-^h^7i^;V) -5, 5 - v^/y - 4 - 

nr*v - 2 - *f-or*y 4%d?v° y >>y- 1 - -ivy] y ^/y }#/y^yi^ 2 - yw/y 

N-{2-^pp-5-[3- (4-VT7-3-hU^/V^-i3^/V7^/V) -5, 5- 
y^/y ^ttyj^SV Vls-l-^sV]-? m^/y } y T^yy ; 

4 - [ 3 - (4 - y TV - 3 - h ] J •7/V^rn^;V7^;V) -5,5- A* - 4 - ^ 
y - 2 - <?Hr*rM^S V y y - 1 — T/v] ^<yif y*/y*yT^K ; 

1 - { 5 - [3 - (4 - fTS— 3 - by -7 ;VtP^f^7xx;l/) -5,5- - 4 

- ^y - 2 - ^h^y^^vy y>y- 1 -^vy] try y>y- 2-^/y } - 3 - (2- yy 

{ 5 - [3 - (4 - yy y - 3 - hyy /v^-ny^/vy ai^/v) - 5, 5 - >>y ^/y- 4 -3- 
=3f y - 2 - yy ^yvy y y - 1 —r/y] t?y v>y - 2 - y/y } #/y^?y 1^ 2 - y 
y^yyT5:y^/y^^7vy ; 

l-{5-[3- (4- -> 7V - 3 - hy y /V^-uy *3-/V7^/V) -5,5- ;\> - 4 

- ^y - 2 - ^dry^r^yy v^y - 1 — r/y] try >>y- 2— r/y} - 3 - (2- tK 

ndr>/xf;i,)^7; 

{ 5 - [3 - (4 - yyv - 3 - hyy /vtn^f/v7xx/v) - 5, 5 - v?y ^/y- 4 -3- 
y - 2 - y^yv y yy - 1 - y/y ] t°y >>y - 2 - -ivy } #/y^y^ 2 - 1 

l-{5-[3- (3-^Pn-4-y7y7x^)-5, 5 -yVy»Vy -4-^^-2 

- ft^y^^^y y yy-i- -r/y] ^y/f7/ — /y - 2— r/y } - 3 - (2 - yw 
/yr^/^/y) y vr ; 

l-{5-[3- (3-yt3T3-4-i >T/7x^^)-5 f 5 — v?^/y-4-^y-2 

-wy^yyyy-i--fy]^/f7y-/v-2-^y}-3- (2, 3-yt 
Ka^y^VtVy)yyT; 

1- {5- [3- (3-ypp-4-y7/7xx/V) - 5, 5 -yV^Vy -4-^^-2 

- f-arz^M^/ y v^y - 1 - -r/y] ^y/fr/-^ - 2 — r/y } - 3 - (2 - tK n 
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{5- [3- (3-?uu-4-Z/TJ7^/V) -5, 5— SW/V-4-;*-3f-y-2-^ 

^y -r^yvy z?> - 1 - >r /v] ^yyfT/-^ - 2 — r/v } # /w^gfe 2 - >>y 

{5- [3- (3-^nn-4-^T/^^7V) -5, 5-^^/V-4-^y-2-^- 

tty^jr-SViKs-i — M^/W- /w-2->f/v}*/w^fife 2, 3- 

{5- [3- (3-^pa-4-^T/^^7V) -5, 5— ^^/V-4-^p-y-2-^ 

^y^yy^-i-^]^^/fr/-;v-2-^}*/w^y^ 2-tK 

N-{2-^pp-5-[3- (4-VT7-3-hU7/V^-i3^/V7^/V) -5, 5- 

^^/v-4-^y-2-^^y^^vy> ? ^-i-^]^^7v}^^T^K 
3- [3- (3-yt3T3-4-^T/y^/v)-5, 5-v ? y^/v-4-^y-2-^- 

{5- [3- (3-^Pn-4-^7/7x^) -5, 5-v ? ^/V-4-^y-2-^ 

tir^M^s v -r/v] t°y >^ - 2 - ^vw 2 - v^/vr^y 

{ 5 - [3 - (4 - ^77 - 3 - hy^/V^-ciy^/V^^— /V) - 5, 5 - v^/V-4 

=3ry-2-^-^y^yvyv ? ^-i--r7v]t°yv ? ^-2-^/v}^/w^^ 2, 3 
- ^tKp^yy^tvv^n^yvv ; 

{2-^PP-5-[3-(3-^nn-4-^7y7x^)-5, 5— SW/l'^-tf* 

^y - 2 - ^-^y^yv y ^ - 1 - >r/w] y ^-/v } */w<*^gft 2 - - 

1 -^f/V^^/V^^^/V ; 
{2-yprpr-5-[3-(3-ytia-4-v/Tyy^/V)-5 ) 5-^^-4-^- 

^y - 2 - ^-^y^yv y v 5 ^ - 1 - >r/w] y ^-/v } 2 - v^xf^r 

{2-yat2-5-[3-(3-ynn-4-iyTyy^/V)-5, 5-^^-4-^- 
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3 - [ 3 - (4 - y TV - 3 - by y /V^rn^;V7^;V) -5,5- A* - 4 - 
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2, 3, 4-hytKn d r^yy^/V^^/V; 
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=ary-2-^^y-i'^yyv ? y-i-^/v]y^^/v}7j/w- ; ?^y^ 3-tKn^y- 

2,2- t^t Kn^r^^/vy 0 PtV^f/l' ; 

{2-^pp-5-[3-(4- y/v - 3 - hyy/v^-n^^/wy^^/v) - 5, 5 - yy^- 
- 4 - ^ y - 2 - yy ^y y y ^ - 1 - ^] ^ - ^ } jfr/w^^ife 3 - 

tKP^y^p tvvx^/i/ ; 
1 - { 2 - y ma - 5 - [3 - (4 - y TV - 3 - Vyy/v^rn^/vy^/v) - 5 , 5 - y 

y _ 4 _^-^y-2 - ^tf-^y y y y y - 1 - y /v] y } - 2 - y tv y 

n-{2-^pp-5- [3- (3-^T3T2-4-yryy^/v) -5, 5-yyyw- 4 
-^y-2-^-^yy^yvyy^-i — f/yiy^/W-c, c, c-hyy/v^-a 

2-T^y-N4-{2-yati-5-[3-(3-ynpi-4-yTyy^/V)-5, 5- 

yy^w - 4 - ^y - 2 - ^^y^^y y y>y - 1 - y/H y j^/n^t? 
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^-/v) -5, 5-^y^/v-4-^y-2-^=3py>r3:^yv ? ^-i-^]^- 

vW/VT 5V 2-{2-yna-5-[3-(4- yy 7 - 3 - HJ y/l^py^vV 

y^/v) -5, 5-v ? y^-/v-4-^y-2-^^y^^vyv ; y-i-^/v]y ; n 

{2-yaa-5-[3-(3-yt3d-4-^Tyy^/v) -5, 5-^^-/^-4-^- 
^y - 2 - ^^y-i^yy >>y - i - -ivv] y } #/w^y m 3 - v^xf^ 
5;yy°titV^^/v ; 

L-yv^y 2-{2-^nn-5-[3-(4-y7/-3-b y7/^P^f-/V7x^/V) 

-5,5- v^y^/v - 4 - ^ y - 2 - ^r^y-r^y y yv - i - ^vv] 71^;^ 
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